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Relevant Docket Entries. 


Crviz Docket 
UNITED STATES DISTRICT COURT 


For THE Disraicr or CoLuMBIA 


Proceedings 
Deposit for cost by 
Complaint, appearance filed 


Summons, copies (3) and copies (3) of Com- 
plaint issued Ser 12-30-63 AG ser 1-2-64 U. S. 
Atty. ser 12-24-63 


Answer of defendant to complaint, ¢/m 2-16-64 
Appearance of C. W. Moore filed 


Calendared (N) AC/N 


Hearing begun & concluded; taken under ad- 
visement; counsel to submit briefs, proposed 
findings of fact, conclusions of law & order. 
(Rep. Jack Maher) Jackson, J. 


June 23 Transcript of proceedings—Feb. 16, 1965—pages 
1 to 153, incl. (Rep. Jack Maher) (Court’s 
copy) filed 


June 23 Pre-trial brief of plaintiffs; ¢/s 2/12/65. filed 
June 23 Post trial brief of plaintiffs. filed 
June 23 Post trial brief of defendant; ¢/m 5/6/65. filed 


June 23 Memorandum opinion, findings of fact and con- 
clusions of law, finding in favor of defendant 
and dismissing complaint. (N) Jackson, J. 


June 23 Judgment in favor of defendant and dismissing 
complaint; costs assessed against plaintiffs. 
(N) Jackson, J. 


Complaint (Letters Patent). 


1. The jurisdiction of this Court arises under Section 
145 of the Patent Statute, Title 35 U. S. Code. 


2. The plaintiff, Walter Schindler, is a citizen of the 
Swiss Confederation and a resident of Riehen near Basle, 
Switzerland. 


3. The plaintiff, Henri Dietrich, is a citizen of the Swiss 
Confederation and a resident of Birsfelden near Basle, 
Switzerland. 


4. On December 4, 1959, the plaintiffs filed in the United 
States Patent Office an application for U. S. Letters Patent 
entitled ‘‘New N-Heterocyclic Compounds”, which applica- 
tion was assigned Serial No. 857,274. 


5. The said application, Serial No. 857,274, was duly 
examined by the Primary Examiner who finally rejected 
all the claims thereof: 


a. The claims were rejected as being unduly multiplied. 
Claim 3 was rejected solely on this ground. 


b. Claim 1 was rejected as being drawn to a Markush 
group which lacks adequate support in the disclosure as 
filed, and as being based on new matter. 


c. Claims 1, 2, 4, 6 and 8 to 13 were rejected as unpatent- 
able over 


Schindler et al 2,813,857 


alone or in view of 
Australian Patent 215,335. 
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d. Claims 1, 7 and 17 were rejected as unpatentable over 
Austrian Patent 200.578 | 


alone or in view of 
Australian Patent 215,335. 


e. Claims 1 and 16 were rejected as not being patentably — 
distinct from claim 16 of application Serial No. 822,185 
alone or in view of 


Australian Patent 215,335. 


6. An appeal from the final rejection by the Primary 
Examiner was duly taken to the Board of Appeals of the 
United States Patent Office. 


7. The Board of Appeals, in a decision dated October 
25, 1963, affirmed the Primary Examiner’s rejection, and 
refused to allow the claims of the said application, Serial 
No. 857,274, or any of them, for the reasons set forth in 
their said decision of October 25, 1963. 


8. The decisions of the Primary Examiner and of the 
Board of Appeals are erroneous in fact and in law. 


9. The aforesaid claims of the said application, Serial 
No. 857,274, duly recite invention and plaintiffs are entitled 
to the allowance of such claims and to a patent granted 
thereon. 


10. There are no opposing or adverse parties. 


ll. Profert is hereby made of certified copies of the 
said application and decisions. 
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Wuenrerore, the plaintiffs pray that this Honorable 
Court adjudge and decree that the plaintiffs are entitled, 
according to law, to receive United States Letters Patent 
for the aforesaid invention, as specified in said claims or 
for any part thereof as from the facts in the case may 
appear; and the plaintiffs further pray that this Honorable 
Court authorize the Commissioner of Patents to issue such 
Letters Patent on the filing in the Patent office of a copy 
of a favorable adjudication to such effect, and upon other 
compliance with the requirements of law. 


WenverotH, Linp & Ponack 
and A. Ponack 
A. Powack 
A member of the firm 
Attorneys for Plaintiffs 
1343 H Street, N. W. 
Washington 5, D. C. 


December 24, 1963. 


5 
Answer to Complaint. 


To THe HonoraBe THE JUDGES OF THE Usrrep States 
Districr Court ror THE Disrricr or Cotumsra 


1, 2, 3, 4, 5, 6, 7. The defendant admits the allegations 
of paragraphs 1, 2, 3, 4, 5, 6 and 7 of the complaint. 


8, 9,10. The defendant denies the allegations of para- 
graphs 8, 9 and 10 of the complaint. 


11. The defendant admits the allegations of paragraph 
11 of the complaint. 


FURTHER ANSWERING, the defendant asserts that only 
claims 4, 6, 7, 8, 11, 16 and 17 of plaintiffs’ application 
for patent, Serial No. 857,274, are properly before this 
Court for review, since those claims alone were involved 
in the decision on patentability of the Board of Appeals 
in plaintiffs’ application; and that plaintiffs are not en- 
titled to a patent containing any of those claims or any of 
claims 3, 9, 10, 12 and 13 of the same application, in view 
of the patents cited and the application indentified, and 
on the basis of the reasons given, relative thereto, in the 
Examiner’s Answer, the Examiner’s Answer on Remand, 
and the decision of the Board of Appeals in the applica- 
tion. Profert hereby is made of copies of the said answers, 
decision, identified application, and cited patents. 


Respectfully submitted, 


C. W. Moors 
Solicitor, United States Patent Office 
Attorney for Defendant 
February 10, 1964 


I hereby certify that two copies of the foregoing ANSWER 
To CompLainr were mailed today to Wenderoth, Lind & 
Ponack, 1343 H Street, N. W., Washington 5, D. C., at- 
torneys for the plaintiffs. 

C. W. Moors 
Solicitor 
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Relevant Testimony. 


(24) Testimony or Dr. Danie, A. Prins 
Direct Examination by Mr. Ponack: 


Q. Dr. Prins, what is your full name? A. Daniel A. 
Prins, P-r-i-n-s. 

Q. And your address? A. 18 Birkenstrasse in Oberwil, 
near Basle, Switzerland. 

Q. Would you please briefly outline your education? 
A. My education starts at the Technical High School or 
University at Delft, Netherlands, and it was continued at 
the Federal Institute of Technology in Zurich, Switzer- 
land, and it culminated in a Doctorate Thesis at the Uni- 
versity of Basle in Switzerland. 

Q. So you have what degrees? A. I am a Chemical 
Engineer and a Ph.D. 

Q. Are you a member of any professional or learned 
societies? A. Yes, sir. 

I am a member of the American Chemical Society, of 
(25) the Chemical Society of London, of the Royal Dutch 
Chemical Society and of the Swiss Chemical Society. 


The Court: Are you an American? 

The Witness: I have lived here, your Honor. 

The Court: You talk like an American, and when 
you said you were a member of the American Chem- 
ical Society I was wondering. 


By Mr. Ponack: 


Q. Are you the author of any publications? A. Yes, sir, 
indeed. About thirty-five. 

Q. And, generally, what do these refer to? A. Mostly 
natural products of the nature of alkaloids, steroids and 
also with carbohydrates. 
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Q. Have you ever been associated with any college or 
university? A. Yes, sir, I have. I have been Assistant 
Professor at the University of Montreal in Montreal, 
Canada, and I have had similar positions with the Frank 
E. Bunts Educational Institute in Cleveland, Ohio. 


The Court: When you were in Montreal were the 
classes conducted in French or in English? 

The Witness: I had no classes to conduct be- 
cause the institute was so new that there were no 
students, your Honor. 

(26) The Court: TI see. 


By Mr. Ponack: 


Q. Have you had occasion to do any research work in 
the field of iminodibenzyls? A. Yes, sir, I have. 

Q. Will you outline this work, please? A. In about 
1957, when I joined the company, I was assigned to the 
iminodibenzyl field, where I first worked synthetically in 
the laboratory using compounds and developing processes 
besides continuing some natural product work. Later on 
my assignment in this field was more of an administrative 
nature. That is what I am doing now as a Group Leader. 


The Court: Where are you working now? 
The Witness: At the same company and in the 
Same area of work. 


By Mr. Ponack: 


Q. Do you mean Geigy, Basle? A. Geigy, Basle. 

Q. The assignee of the application? A. That is right. 

Q. Will you indicate what is involved in your current 
work? A. As I briefly intimated, I am now a Group Leader 
leading a group of chemists preparing compounds in the 
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(27) iminodibenzyl field. I direct or influence their re- 
search projects in formulating them and evaluating chem- 
ical as well as biological data that comes out of pharma- 
cological testing. 


The Court: I think Dr. Prins is sufficiently quali- 
fied, Mr. Ponack. 
Mr. Ponack: Thank you, your Honor. 


By Mr. Ponack: 


Q. Are you familiar with the Schindler et al. applica- 
tion involved in this suit? A. Yes, sir. 

Q. What is the compound of Claim 8? A. The compound 
of Claim 8 is 3-dimethylamino-propylmonocloro-imino- 
dibenzyl. 


The Court: You haven’t attempted to shorten 
that, have you, by giving it a tradename? Is this 
in use? 

Mr. Ponack: It is being tested, your Honor. 

The Court: I see. 

Mr. Ponack: It is in clinical testing. 

The Court: After it is tested and, if successful, 
you will give it a short name? 

Mr. Ponack: Undoubtedly they will, your Honor. 


By Mr. Ponack: 


Q. You know, of course, on what the claim is rejected? 
(28) A. On the two patents, as I understand, namely 
United States patent 2,813,857 and on the Australian pat- 
ent, the number of which is already in the record. 

Q. I hand you a copy of the Schindler et al. patent 
2,813,857. Will you please tell the Court what this patent 
teaches? A. This patent teaches dichloro-iminodibenzyl 
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compounds having different tails, as exemplified in Ex- 
ample 1 and Example 2. 

Q. What is the characteristic feature of the nucleus, the 
iminodibenzyl nucleus? A. This type of iminodibenzy] is 
referred to as a symmetrically substituted iminodibenzyl. 


The Court: You are talking too rapidly. 
The Witness: Excuse me, sir. As a dihalo imino- 


dibenzyl— 
By Mr. Ponack: 


Q. Dr. Prins, it might help if you would use the chart 
which you have prepared in connection with this patent. 


The Court: Furnish the witness with a pointer, 
please, Mr. Marshal. 

[The witness stepped down to a chart mounted on 
an easel.] 


By Mr. Ponack: 


(29) Q. What does this chart show? A. This chart shows 
the synthesis of dichloro-iminodibenzyl. This is shown 
down here (indicating), and the fimal product thereof 
(indicating). 

Q. Will you kindly go through this for the Judge’s edifi- 
cation and explain each step, just what happens, and the 
significance of it? A. The patent discloses the cyclization 
of this (indicating) dichloro compound to dichloro-imino- 
dibenzyl and the affixing of the tail. 

The process that is used to arrive at this dichloro- 
iminodibenzyl is through this intermediate (indicating) 
and previously through that one (indicating). It starts 
from two halves. These molecules are called substituted 
toluenes. This (indicating) is the toluene part of the 
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molecule. In fact, it starts from two molecules of ortho- 
nitro toluene. This (indicating) is one molecule and this 
is the other one. And these molecules are caused to react 
under appropriate conditions and there results this com- 
pound here (indicating) which has a long chemical name, 
but maybe the picture is more illustrative to Your Honor. 

Essentially what happens is that the two methyl groups 
are reacted in such a way as to form a bond between each 
other and build this ethylene bridge CH.-CH- between the 
(30) two. 


The Court: These are Examples shown in the pat- 
ent, are they not? 

The Witness: This is not shown in the Schindler 
et al. patent, your Honor. 

The Court: I see that in Example 2 except it has 
a tail. 

The Witness: Example 2 has the final product, 
your Honor. Example 2 is made from this one 
(indicating). 


By Mr. Ponack: 


Q. In other words, you are giving the synthesis? A. The 
full synthesis. 

Q. Leading up to where the patent starts? A. That is 
right, the patent starts here (indicating). 

Q. Continue. A. In other words, from this product, 
which is essential in getting the next intermediate, this is 
a dinitro compound which is reduced, as indicated here 
(indicating) by the word ‘‘Reduction”’ in the second step, 
to another intermediate, which is a diimino compound. 
This diimino compound is already exemplified in the 
Schindler et al. patent and used here as a starting ma- 
terial. This diimino compound is now caused to react in 
the process of what we (31) cyclization, because of the 
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effect of closing of the cycle to the 3,7-dichloro-iminodi- 
benzyl. 

This is the intermediate we need for putting our tail 
on, which is done in a separate 4th step, to introduce the 
final product of the Schindler et al., patent, being 3-dime- 
thylamino-propyl-3,7-dichloro-iminodibenzyl, which then is 
reached in a total of four steps. 

Q. Will you, for the record, explain to his Honor the 
difference between the 3,7, which you have just made, so 
to speak, and the 3-chloro compound of claim § involved 
in this suit? A. This, as I intimated before, is different 
from the 3-chloro compound in the fact that it has to 
begin with two chlorine atoms. The claim 8 compound 
has only one. This compound has not only two chlorine 
atoms, it has those two chlorine atoms symmetrically dis- 
tributed with respect to the iminodibenzyl nucleus. The 
claim 8 compound doesn’t have that feature. 

Q. And where is the chlorine atom? Is there any specific 
location? A. The location in the Schindler et al. com- 
pound is specific in that it is specifically at 3 and 7; and 
the claim 8 compound is also specific, because it is in the 
3 position. 


(32) Mr. Ponack: If your Honor please, I have 
had Dr. Prins reduce his chart to a small form 
here so that we can offer it in evidence. 


By Mr. Ponack: 


Q. Dr. Prins, would you check this against what is on 
the easel and tell us if there are any essential differences? 
A. This (indicating) on the sheet is called “Key Inter- 
mediate I’’. 


The Court: Is that a reproduction on a small 
seale of what you have on the easel? 
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please bear with us. This is a rather long and com- 
plex synthesis. 

The Court: I understand. 

The Witness: The actual synthesis— 

The Court: Now is this the synthesis used in the 
product of the application? 

The Witness: It was used, your Honor. 

The Court: All right. 

The Witness: The situation at the time that Dr. 
Schindler wanted to prepare this 3-monochloro com- 
pound was such that it was necessary to start out 
to build up by a process very analogous to the one 
I have just shown. The unsubstituted iminodibenzyl, 
instead of having chlorines in we have nothing in. 
The rest is the same. We have two halves which 
we condense to a first intermediate, which is reduced 
to a second intermediate which is cyclized to unsub- 
stituted iminodibenzyl. 

The problem of putting the chlorine atom in at 
the point that we wanted it, namely at this point 3 
(indicating), was achieved by reacting this unsub- 
stituted iminodibenzyl first with acetyl chloride in 
order to protect the 5 position, which is a rather 
reactive one, and we didn’t want the (36) chlorine in 
there. 


Q. What is acetyl chloride and what does it introduce? 
A. It introduces the acetyl group on the nitrogen of the 
iminodibenzyl. 

Q. So that the chlorine cannot go there? A. Therefore, 
this nitrogen atom is now removed from attack. It is pro- 
tected, as we call it. 

Five-acetyl-iminodibenzyl was put through a process 
which we call the Friedel-Crafts process. This process has 
the effect of introducing—acetyl chloride was used here— 
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the acetyl group into the molecule. It was found that the 
attachment of this acetyl group happened to occur in the 
3 position. 


Q. Was this fortuitous? A. It could not have been ex- _ 


pected. 

Q. Isee. A. We were very happy when we found it did 
that. 

Now there is a standard chemical process which can con- 
vert such substituents into other ones. This one here is 
called the Schmidt process. It uses hydrozoic acid, which 
is a rather nice chemical. It converts this group to an 
acetyl-imino group, nitrogen being taken off of the reagent 
being affixed between the acetyl group and the nucleus to 
give this so-called imino group. This derivative (37) can 
be partially changed in such a way as to eliminate one of 
the acetyl groups. This is called a hydrolysis, and it is 
called a partial hydrolysis because only one of the two 
acetyl groups is removed and it is removed on the nitrogen 
atom which we now have in the 3 position; and it produces 
a 3-amino-5-acetyl-iminodibenzyl. 

This compound can be reacted or be put through a 
series of reactions, the result of which is to exchange this 
amino group for a chlorine in this instance. That is done 
by the Sandmeyer reaction, as is well known in diazonium 
chemistry. The diazonium compound is reacted with a 
halide, in this case copper chloride. The chlorine atom in 
this reactant is affixed instead of the nitrogenous group 
we have here in the nucleus, and now we have for the first 
time what we wanted to have, namely chloro introduced 
in the 3 position of an iminodibenzyl group which still is 
protected on the 5 position nitrogen atom. 

This acetyl group can be removed, again by hydrolysis, 
in this case more vigorous than previously, giving the 3- 
chloro-iminodibenzyl, which is the essential intermediate 
for making products of the type of the Claim 8 compound. 
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Because we need this with a reacted imino group in the 
5 position to be able to affix the tail, which is symbolized 
here (indicating), the tail being the moiety Mr. (38) 
Ponack explained on the board, namely dimethyl amino- 
propyl. This last operation which occurs in the 11th step 
produces the Claim 8 Compound. 

Q. If stepwise chlorination were possible, would you go 
through this series of steps? A. No, sir. We would be 
very happy if we had a short process. 

In fact, realizing that this is a very costly and long- 
winded affair, we looked for shorter processes. Stepwise 
chlorination on chemical grounds did not appeal to us too 
much, but we thought we might vary the original 
synthesis used for the ‘symmetrical compound in a way 
that would lead to asymmetrical compounds. 

Q. Before you go on to that, would you please look at 
this before we leave it? ‘Would you check this and state 
whether or not this is a duplicate of the large chart you 
just explained concerning the 11 steps of the synthesis? 
A. It is not an exact duplicate. It is an essential duplicate. 


Mr. Ponack: Mr. Armore, have you any objec- 
tion to our offering this (indicating)? 

Mr. Armore: Does it correspond? 

Mr. Ponack: Yes. 

Mr. Armore: No objection. 

(39) The Court: Mark it in evidence. 

The Deputy Clerk: Plaintiffs’ Exhibit Number 3 
is marked in evidence. 


(Plaintiffs’ Exhibit No. 3 was received in evi- 
dence.) 


By Mr. Ponack: 


Q. Continue, Dr. Prins. A. If I may briefly summarize, 
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we have seen in Chart Number 1 a symmetrical condensa- 
tion containing chlorine. 

In Chart 3 which was just offered in evidence we have 
seen a symmetrical condensation without chlorine. It was 
felt worthwhile trying having one partner unsubstituted 
and the other partner substituted, chlorine built in, and 
have those react the same way as in the other process, 
namely hooking up through the methyl groups to form 
again a dibenzyl which we hoped would be this one (in- 
dicating) having a chlorine atom here and a hydrogen 
atom here. However, that did not work at all. This com- 
pound— 

Q. Excuse me. Was this work done by you or under 
your supervision? A. Yes, sir, I did this work myself. 

Q. Go ahead. A. If these two reagents are caused to 
react under the conditions the other syntheses worked, it 
is not this (40) compound that is formed (indicating) and 
isolated, it is this one. 

Q. What is ‘‘this one”? A. This is the symmetrically 
substituted dichloro compound. It was the only compound 
that could be isolated from the reaction mixture, a number 
of other compounds being formed, some of which are iden- 
tified by functions, such as acids and bases, the large part 
being inseparable mixtures. 

Q. Check this one (indicating) in the same way. Is this 
essentially what you have on the blackboard? 

The Court: Is that a true and correct copy of 
what you have on that large chart? 
The Witness: Yes, sir. 


By Mr. Ponack: 


Q. Is it a true and correct copy? A. Yes, sir. 


Mr. Armore: No objection, your Honor. 
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rings eight possibilities. We can leave out the disub- 
stituted because they are not of interest here. We will 
concern ourselves with the monosubstituted, leave the Y 
out. We have here the possibility of 1, 2, 3 and 4 in 
the second Y. Y,, as it (44) is called here can be hydrogen. 
That is specific. It can be halogen. Which halogen? There 
are four halogens. It can be alkyl, alkyl from 1 to 6 
carbon atoms. A propyl group, your Honor, is an ex- 
ample of an alkyl group having 3 carbon atoms. This 
alkyl group that can be in place of Y can have 1 to 6 
carbon atoms (indicating). That makes 4 possibilities, 6 
possibilities. An alkoxy group, the alkyl of the alkoxy 
having 1 to 6 carbons, six possibilities. An aryl group. 
What is meant by an aryl group we don’t know. It is 
absolutely unspecific. 

Q. How many groups would be comprised, to your 
knowledge, in an aryl group? Would it be of the order 
of hundreds, thousands or hundreds of thousands? A. 
I would say at least one-thousand that I could remember. 

As far as the nucleus is concerned then, we have 4 and 
6, which is 10, and 6, which is 16, a thousand here (indi- 
eating) conservatively, which makes 1,016, plus another 
makes 2,032—I cannot calculate it, your Honor. It is a 
large number. 

Q. And each one of those can be in permutation and 
combination with various A’s or various R’s; is that right? 
A. The number becomes more staggering. 

This is with respect to the nucleus. The preparation 
(45) of any substituent Y other than hydrogen is not given 
in the patent. 

Q. And was there any method of preparing such a com- 
pound known at that time? I think I have asked this once 
before, but since you have raised the point I would like 
to have the record show again was such a process known. 
A. To make the unsubstituted, yes, but to make the mono- 
substituted, no. 
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Q. Dr. Prins, I hand you the chart prepared by the Soli- 
citor which was handed to the Court at the beginning of 


the trial, and direct your attention to the summary there 
of what is shown in the generic disclosure of the Austral- 
ian patent. Do you see any reference to alkoxy there? | 


A. No. 
Q. For Y and Y,? A. No. 


Q. Do you see any reference aryl there for Y and Y,? | 


A. No, sir. 


Q. Do you see any reference to O aryl for Y and Y,? | 


A. No, sir. 


Q. Then this is an incomplete summary, is it not, of | 


what this reference shows? A. I would say so. 


Q. Please look at the reference and point out just where — 


(46) it says O Alkyl? A. O Alkyl! is in the reference. 

Q. Where? A. No, it says lower alkoxy in the patent. 

Q. Yes. Well, what is lower alkoxy, what does it mean? 
A. It is O Alkyl. 

Q. And where is there aryl? A. Just behind that in the 
patent. 

Q. Do you mean in the next line? A. Yes. 

Q. And where is O Aryl? <A. Just after that as aryloxy. 

Q. And aryloxy is what you mean when you write O Aryl, 
is that right? A. That is right. 

Q. Do you see any teaching in the Australian patent 
which, to quote the decision of the Board of Appeals in 
this ease, renders it obvious—this is the Board’s words— 
renders it obvious to modify the dichloro compounds of 
the Schindler et al. patent? A. Modification, no, sir. 


Mr. Ponack: Your witness, Mr. Armore. 
Cross Examination by Mr. Armore: 


(47) Q. Dr. Prins, I hand you defendant’s exhibit 2 for 
identification. This is the chart concerning which you 
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have just testified. I direct your attention to column 1 
of that chart which names a chemical compound under 
Claim 8 and gives the structural formula of that com- 
pound. Does this name and structural formula correspond 
accurately to the compound of Claim 8? A. Yes, sir. 

Q. You have just testified concerning the Schindler et 
al. patent, which is shown in columns 2 and 3 of that chart. 
I direct your attention to the generic disclosure in column 
2 of the chart, which is entitled ‘‘Generie Disclosure Imino- 
dibenzyl Derivatives’’ and gives the generic structural 
formula and the values for all the variables disclosed gen- 
erically in the Schindler et al. patent. Does the subject 
matter in column 2 of the chart accurately correspond to 
the generic disclosure in the Schindler et al. patent? A. 
With respect to X it does. With respect to alkylene I 
think it is complete insofar as the patent specified 2 to 4 
bridging members. 

Q. Is there anything in column 2 that you consider in- 
accurate as representing the generic disclosure in Schindler 
et al.? A. Incomplete, I would say. 

(48) Q. Incomplete in what respect? A. For example, 
with respect to alkylene the chart says ‘‘alkylene is an 
alkylene radical with 2-6 carbon atoms’’ whereas the pat- 
ent says ‘‘and 2-4 bridging members.”’ 

Q. Yes. The 2-4 bridging members has been omitted. 
That is the principal difference you notice between what 
is shown in the chart and the patent; is that correct? A. 
With respect to the alkylene? 

Q. Yes. A. Yes. 

Q. Now with respect to the value of X, that is correct; 
is that right? A. ‘“‘X is a halogen atom.’’ X represents 
a halogen atom. We can take that to be the same thing. 

Q. That corresponds to the Schindler disclosure? A. 
Yes. 

Q. I direct your attention to the value of AM. Does 
what appears on the chart correspond to the values of AM 
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as shown in the Schindler et al. disclosure? A. Here you 
have the addition of ‘‘pyrrolidino or piperidino radical?’ 
in your chart. 

Q. Do those additions correctly characterize the values 
of AM as disclosed in Schindler et al.? (49) A. Yes, sir. 

Q. Is it true that the tail substituents in the iminodi- 
benzyl compounds of Schindler et al. may be a hetero- 
cyclic nitrogen substituent, which may be either pyrrolidino 
or piperidino? A. May be heterocyclic mononitrogenous 
substances. 

Q. Yes. And the nitrogen of these heterocyclic rings 
are attached to the iminonitrogen through the alkylene 
bridge, is that correct? A. That is correct. 

Q. Does the compound disclosed or shown in column 3 
of the defendant’s chart entitled ‘Example 2”? and giving 
the name of the compound and giving the structural for- 
mula correspond to the compound which is disclosed in 
Example 2 of the Schindler et al. patent? A. It does. 

Q. Is it true that this compound distinguishes from the 
claimed compound only in having an additional or one addi- 
tional chlorine atom which is positioned in the 7 position? 
A. Structurally it does. 


The Court: It is time now for the usual morning 
recess, Mr. Marshal. 

The Deputy Marshal: This Honorable Court 
stands (50) recessed until 11:30. 

(Whereupon, at 11:15 a.m. the Court recessed as 
noted and reconvened at 11:35 a.m.) 

The Court: You may continue your cross exam- 
ination, Mr. Armore. 


By Mr. Armore: 


Q. Dr. Prins, you have testified concerning the Aus- 
tralian patent. I call your attention to column 4 of the 
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defendant’s chart, concerning which you have already tes- 
tified. With the exception of the fact that Y and Y, do 
not enumerate all of the possible substituents, would you 
agree that column 4 accurately represents the generic dis- 
closure of the Australian patent? A. With respect to Y 
and Y;, that is correct, and enumerating hydrogen, halo- 
gen and lower alkyl as appears in column 4. 
With respect to A it is substantially correct. 


The Court: Speak into the microphone, please, 
Dr. Prins. 

The Witness: With respect to R, that is also es- 
sentially correct. 


By Mr. Armore: 


Q. Would it be correct to say that the classic compounds 
represented by the generic disclosure in the (51) Austral- 
ian patent differs essentially or exclusively—I withdraw 
that question. 

Would it be correct to state, that insofar as the main 
nucleus of the compound in the Austrailian patent is con- 
cerned, that this nucleus may be either unsubstituted, 
monosubstituted or disubstituted? A. That is correct ex- 
cept that the generic disclosure doesn’t disclose a nucleus 
alone. 

Q. Is it true that among the various possible substi- 
tuents for the nucleus, the main nucleus of the iminodi- 
benzyl compound shown in the Australian patent, may be 
halogens? A. According to the disclosure, yes. 

Q. And do these halogens also include chlorine? A. 
They do. 

Q. Is it true that essentially the main difference between 
the generic disclosure of the Australian patent and the 
generic disclosure in Schindler et al., aside from— 
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The Court: Which are you talking about when 
you say the Schindler et al., the application or the 
patent? 

Mr. Armore: The Schindler et al. patent. 

The Court: All right. 


By Mr. Armore: 


Q. Aside from the substituents in the main nucleus, is 
(52) with respect to the tail substituent attached to the 
iminonitrogen through the alkylene group? A. If I get 
your question correctly, you are referring to the difference 
between the Schindler patent and the Australian with ref- 
erence to the tail? 

Q. That is correct. A. The difference lies in the pipera- 
zino moiety in the Australian and the mononitrogenous 
piperazine group in the Schindler et al. 

Q. Since you are familiar with both the Schindler et al. 
and Australian patents, are you also familiar with the dis- 
closures as to the pharmacological utility described and dis- 
closed in those patents? A. I have read them. 

Q. Do you agree that the Australian patent discloses, 
as among the pharmacological or pharmacodynamic prop- 
erties, antiemetics, antihistaminics, spasmolyties and anti- 
epileptics? A. That is in the Australian disclosure. 

Q. As one familiar with the biological and pharmaco- 
logical properties of these iminodibenzyl compounds, would 
you agree that usually sedatives are used as antiemetics, 
antiepileptics and antihistaminics and spasmolyties? A. I 
wonder whether this is within the field of my expertise? 


(53) The Court: I was thinking that is more 
medical than it is chemical. 

You needn’t answer it. 

The Witness: Thank you, your Honor. 
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By Mr. Armore: 


Q. As an organic chemist, viewing the disclosures in the 
Schindler et al. and Australian patents, would the concept 
of a dichlorsubstituted nucleus corresponding to the mono- 
chlorsubstituted nucleus be an obvious chemical concept? 
A. That depends on how you understand obvious. As an 
organic chemist, the structure means the synthesis of the 
symmetrical compound we have elaborated on this morn- 
ing. And we have said that we did not know how to make 
the monosubstituted asymmetrical compound until we found 
a way to do it. 

Q. Dr. Prins—I am sorry. Have you finished? A. Yes. 

Q. Aside from the matter of preparation of the syn- 
thesis, in terms of concepts of compounds, would the two 
disclosures in the Schindler et al. patent and the Australian 
patent indicate to the organic chemist the concept of a 
dichloro compound corresponding to the monochloro com- 
pound of Schindler? (54) A. I don’t know whether we 
understand each other correctly. 

As an organic chemist, the suggestion would he linked 
through the synthesis. I do not know beyond that. 


The Court: In other words, as a chemist, you 
would say it would not be obvious? 

The Witness: To a chemist a compound is ob- 
vious when he ean make it, not when he can think 
it, your Honor. 

The Court: I know, but the thing is this: If you 
had the Schindler structural formula and the Aus- 
tralian structural formula, together with the disclo- 
sures in the specifications, would it he obvious then 
to do what was done in making the asymmetric sub- 
stitute? “Would you say, oh, sure, this is easy? 

The Witness: One would think about it but one 
would run the reaction, which was done and found 
to be inadequate. 
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The Court: I see. 
By Mr. Armore: 

Q. Dr. Prins, I refer you to the chart which was dem- 
onstrated to the Court and which corresponds to plaintiffs’ 
exhibit 2, which shows the preparation of the 3,7-dichloro 
shown in the Schindler et al. patent compound. Now with 
respect to the first step of coupling, would you achieve a 
(55) coupling reaction, if instead of using for this start- 
ing material on the left you used a non-chlorine orthonitro 
toluene instead of a chlorine? In other words, is it true 
that if you used a non-chlorine nitro toulene and chlorine 
nitro toluene you would couple to get a monochlor com- 
pound? A. That would be the expectation. 

Q. Do you get that? A. No, sir. 

Q. You do not get it? A. No, sir. 


Mr. Ponack: Excuse me. We can’t hear, Doctor, 
unless you move in a little. Thank you. 


By Mr. Armore: 


Q. Do you get a mixture of monochloro and dichloro com- 
pounds as a result of the coupling reaction? A. That is a 
possibility. I do not know for sure. 

Q. You haven’t—I am sorry. A. Because I haven’t been 
able to resolve the mixture. 

Q. Have you made efforts to resolve the mixture? A. 
Yes, sir. 

Q. How many efforts? A. Hundreds of efforts. I have 
applied chromographic techniques which are known to be 
good techniques in (56) separation of organic compounds 
of this type; and I have been able to isolate from those 
chromographs only the symmetrically substituted dichloro 
compound to which you are pointing. 

Q. Have you tried differential solubility methods? A. 
In reerystallization, yes. The components did not separate. 
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Q. But you have tried differential solubility methods? 
A. That is right. 

Q. Have you tried other chemical procedures? A. No, I 
was trying separation procedures. 

Q. I would like to refer you to the Examiner’s Answer 
on Remand, defendant’s exhibit 1-E. 


Mr. Armore: May the witness have a copy of 
that, your Honor? 

The Court: He may use my copy if he wants to. 

Mr. Armore: May he use your copy, your Honor, 
so I can retain mine for a moment? 

The Court: Yes. 

Mr. Armore: Thank you, your Honor. 


By Mr. Armore: 


Q. I refer you to page 2 of the Examiner’s Answer on 
Remand, and I ask you to read the portion starting about 
one-third of the way down— 


(57) The Court: Aloud or to himself? 
Mr. Armore: Aloud. 
The Court: All right. 


By Mr. Armore: 


Q. It starts ‘That is to say’’ near the end of the line 
about one-third of the way down. Do you see that? A. 
(Reading) ‘‘That is to say that it would be obvious to one 
of ordinary skill in the art desiring the monosubstituted 
iminodibenzyl to react ortho-nitro toluene with the substi- 
tuted ortho-nitro toluene to form the desired intermediate. 
This reaction would proceed as follows :’’— 

Q. I will stop you at that point, Doctor. And then the 
reaction indicated is the reaction between ortho-nitro 
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toluene and 3-chloro ortho-nitro toluene as corresponding 
to the coupling reaction we have here; is that correct? A. 
Yes. 

Q. Now do you disagree with this statement made by 
the Examiner? 


Mr. Ponack: If your Honor please, I think the 
witness has answered this question several times. 

The Court: Well, let him answer it again. It won’t 
hurt. Of course, that is a question of obviousness, 
which is rather an intangible thing. 

The Witness: He would hope to get the result 
(58) depicted on this page and he would try to make 
the experiment in the laboratory. 

The Court: Would it be obvious for him to do it? 

The Witness: The desire would be obvious, the 
intention, but the outcome would not be obvious. 

The Court: I see. 


By Mr. Armore: 


Q. Dr. Prins, I refer you now to the Schindler et al. 
patent. Do you have a copy of that patent in front of you? 
A. Yes, sir. 


The Court: By the way, that Austrian patent has 
nothing to do with this suit now, does it? 

Mr. Armore: No, the Austrian patent is not now 
in the suit. 

The Court: I notice it is in your exhibit. 

Mr. Armore: Yes, your Honor, it is there. 

Also, your Honor, may I point out that I added 
another exhibit G, which isn’t actually in the record, 
but it was necessitated by the fact other claims ap- 
peared to remain in the suit. However, since the 
other claims are not in the suit, that additional ex- 
hibit is not to be considered. 
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The Court: It is not to be considered? 
Mr. Armore: No, your Honor, it is of no interest. 
(59) The Court: All right. 


By Mr. Armore: 


Q. I refer you to the Schindler et al. patent, column 1, 
starting at line 45. Would you please read from line 45 
to line 50% A. In the first column, sir? 

Q. The first column, line 45 to line 50. A. (Reading) 
“The new compounds are produced by reacting an iminodi- 
benzyl substituted as defined, in the presence of acid bind- 
ing agents with a reactive ester of an alcohol of the general 
formula: 


‘“*HO—alkylene—Am.’’ 


Q. Does this correspond precisely to the first method 
for preparing the compound of Claim 8? The Claim 8 
disclosed in the application in suit. A. The last step in the 
synthesis. 

Q. Are there any other steps in the synthesis disclosed 
in the application in suit? A. Of putting the tail on. 

Q. Pardon. A. The tail affixing operation. 

Q. What is the starting material indicated in the method 
for preparing the claimed compound in the application in 
suit? What are the starting materials indicated? (60) A. 
The starting materials are the unsymmetrically substituted 
iminodibenzy] and tail affixing operations, a number of 
which I do not recall offhand. 

Q. Do you have a copy of the application in suit? A. I 
have one in my brief case. 

Am I allowed to get it, your Honor? 


The Court: You may step down and get it. 
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Q. Dr. Prins, I-refer you to page 2 of the application © 
in suit starting in the middle of the page, the last para- | 
graph. A. Yes. 

Q. And I ask you to read that paragraph to yourself. 
A. Yes, sir. 

Q. Would it be true to say that the method disclosed in 
that paragraph you have just read corresponds exactly | 
and identically to the method disclosed in the Schindler | 
et al. patent, the only difference being that in the applica- | 
tion in suit the starting material is a monochloro iminodi- | 
benzyl, and the starting material in the Schindler et al. 
patent is a dichloro iminodibenzyl? A. Yes, sir. 

Q. Is it true that the starting materials which are dis- 
closed in all the other methods in the application in suit 
also start with an iminodibenzy] substituted compound? 
(61) A. All the others? Would you please repeat this? 

Q. All the other methods for preparing the compound 
of Claim 8 in the application in suit all start with substi- 
tuted iminodibenzyl compounds? A. That is correct. 

Q. Which are monochloro substituted? A. That is cor- 
rect. 

Q. Would you recognize that one could correspondingly 
prepare the dichloro compound by using a dichloro imino- 
dibenzyl starting material instead of a monochloro imino- 
dibenzyl starting material in the methods disclosed in the 
present application? A. Yes, sir. 

Q. Are you familiar with the method for preparing the 
compounds disclosed in the Australian patent? A. I can 
refresh my memory from this copy? 

Q. Yes, go right ahead. A. Thank you. 

Iam. 


Q. You are aware that the Australian patent discloses 
seven methods for preparing the compound? A. That is 
correct. 
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Q. I refer you to the first method on the second page of 
the Australian specification in column 1. Does this (62) 
method correspond fully and completely to the method 
disclosed in Schindler and the first method disclosed in the 
present application in suit? A. The method as spelled out, 
yes. 

Q. I refer you to the second method in the Australian 
patent. Does this method correspond to the third method 
disclosed in the application in suit? A. Yes, sir, it does in 
principle. 

Q. And, finally, I refer you to the seventh method in the 
Australian patent. 


The Court: What page is that on? 
Mr. Armore: That is at the top of column 5 of 
the Australian patent. 


By Mr. Armore: 


Q. Do you have that, Dr. Prins? A. Yes, sir. 
Q. Does that correspond to the second method of the 
application in suit? A. Yes, sir. 


Mr. Armore: That is all, your Honor. 

The Court: Have you any re-direct? 

Mr. Ponack: Just one or two questions, your 
Honor. 


Re-direct Examination by Mr. Ponack: 


(63) Q. Is it not true, Dr. Prins, that in each case in 
our process we start with the monosubstituted monochloro 
iminodibenzyl? A. That is right. 

Q. Is there any disclosure in any reference here of how 
to make this starting material? A. No, sir. 
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Mr. Ponack: That is all, your Honor. 
The Court: Have you any re-cross? 
Mr. Armore: Yes, your Honor. 


Re-cross Examination by Mr. Armore: 


_ Q. As for the starting materials which are used as for 
the substituted iminodibenzyl starting material used either 
in the present application, the Schindler et al. patent or the 
Australian patent, is there anything in the application or 
the patent to indicate that these starting materials are 
novel materials? A. They are taken for granted, and in 
the application I think the starting material is spelled out 
as being novel. 
Q. Can you point out where in the application the start- 
ing material is indicated as novel? A. I will check it. 
No, you are right, there is no express statement of (64) 
that. 
Mr. Armore: That is all, your Honor. 
The Court: Are you through with the witness, 
gentlemen? 
Mr. Ponack: No, your Honor. 


Farther Re-direct Examination by Mr. Ponack: 


Q. As a matter of fact, the application in suit here does 
spell out in detail how to make the novel derivative, the 
monochloro starting material. And, in your opinion, if 
this were not novel, would it be necessary to set forth 
the entire method of making? In your opinion, isn’t the 
fact that the method is set forth implicitly indicative of 
the novelty of such starting material? A. It certainly gives 
the art the possibility of making the compound, which the 
other patents don’t. 
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Q Dr. Weiner, will you state your fall name for the 
record? A. Murray Weiner, W-e-i-n-e-r. 

Q. And your address, sir? A. 3 Thomas Way, White 
Plains, New York. 

Q. And your education, will you elaborate on that, please? 
A. I have a Bachelor of Science Degree from City College 
of New York, and a Master of Science in biochemistry 
from the New York. University Graduate School; and an 
M. D. from (66) the N.Y.U. College of Medicine. 

Q. Are you a member of any professional or scientific 
societies? A. Yes. 

I am a member of the American Board of Internal Medi- 
cine holding certification in that specialty. I am a Fellow 
of the American College of Physicians, a member of the 
Society of Experimental Biology in Medicine, the American 
Physiological Society, Society for Clinical Investigations, 
the New York Academy of Science, and the Honorary 
Scientific Society, Sigma XT. 

Q. Have you authored or co-authored any publications? 
A. Yes, I have authored or co-authored about 90 publica- 
tions and one book. 


The Court: Medical, are they, Doctor? 

The Witness: Yes, sir, all medical. 

The Court: I think the Doctor is well qualified. 
He is a medical witness, I take it. 

Mr. Ponack: In a way, yes, your Honor. 

The Court: All right, he is well qualified. 


By Mr. Ponack: 


Q Dr. Weiner, are you familiar with the Australian 
patent we are talking about in this suit? A. Yes, I am. 


35 
Testimony of Dr. Murray Weiner—Direct. 


(67) Q. In connection with your present work, do you | 
ever have occasion to engage in or have done under your | 
supervision clinical investigations of this type of com- 
pound? A. Yes, sir. I am the Director of Clinical Phar- | 
macology in the Carnegie Research Laboratories in connec. | 
tion with these compounds. 

Q. In connection with this work, have you ever had occa- 
sion to test a compound which comes under the generic | 
formula of the Australian patent? A. Yes, I have. 

Q. Could you write the formula on the blackboard? A. 
I think I could do that. 


(The witness went to the blackboard.) 


Q. Write it rather large so his Honor can see it, Dr. | 
Weiner. 


The Court: Bear down heavy on the crayon. Itis | 


difficult to see up here. 
By Mr. Ponack: 


Q. Would you say that it would be correct to designate 
this compound as a 3,7-Dichloro-5-methyl-piperazinyl- 
propyl iminodibenzyl? A. Yes. 

Q. Will you explain, if you can, how this compound comes 
within the scope and ambit of the generic disclosure of the 
Australian patent, that is what does Y and Y, represent 
there? A. Well, both Y and Y, are chlorides at the 2 and 
7 position and A is a propyl, and R is a methyl. Then 
we have the compound we are now dealing with. 

Q. I think you said 2 and 7 position, Doctor? A. 3 and 
7 position. 

Q. 3 and 7? A. Yes. 

Q. Have you had occasion to test this compound or have 
it tested clinically? A. No, we intended to but the toxicity 
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studies in animals showed that it was far too toxic to dare 
give to human beings and we were forced to drop it. 

Q. Are you familiar with the utility indications in the 
right-hand side of page 1 of the Australian patent? A. 
Yes. 

Q. Are you also familiar with what happens when, for 
example, a change is made in a portion of the nucleus of 
a compound of this character, what can happen? <A. Well, 
in our experience, rather radical things can happen from 
relatively minor looking chemical changes. 

Q. Can you, for example, for the Court’s edification, 
give us one example? <A. (69) A. Well, for example, we 
studied the compound without the four substitutions and 
the simple methly-imino-propyl chain in which the propyl 
was an isopropyl. In other words, the nitrogen was on 
the second carbon rather than the third carbon; and that 
compound was a tranquilizer. 

We then studied the compound in which the chain was 
a propyl rather than an isopropyl; and it was an anti- 
depressant with no tranquilizing activity at all. It was 
clinically completely different. And this is not unusual. 

Q. Could you correlate between the various alternatives 
set forth in the formula and the definitions thereunder and 
the various utilities set forth in the patent? A. I don’t 
think I could make any predictions about which of these 
pharmacologic properties would come from which substitu- 
tions and from this generalized type. 

Q. Do you see any suggestion there of utility of any 
of the compounds as an antidepressant? A. I see none, 
with the possible exception. of the term ‘‘spasmolytics’’ 
which has many different conceivable interpretations; and 
if we choose one interpretation we might say that this 
might conceivably correlate with antidepression. 

Q. But there is no express reference to antidepression ? 
A. No. In fact, most of the other tests would point (70) 
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in the direction of a tranquilizer rather than an antide- 

pressant. | 
Mr. Ponack: Your witness, Mr. Armore. 
The Court: Cross-examine. 


Cross Examination by Mr. Armore: 


Q. Dr. Weiner, do you have the Australian patent in | 
front of you? A. Yes, I do. 
Q. I refer you to the recitation with respect to uses in 
column 2 of the patent. Do you note there that the recita- 
tion of uses includes antiemetics? A. Yes, sir. 

Q. Is it generally customary to use a sedative as an anti- | 
emetic? A. Some sedatives have antiemetic properties. 

Q. Would it be true that a classic sedative that is also 
an antiemetic as well is phenobarbital? A. I don’t think 
I would say phenobarbital is an outstanding antiemetic. It 
has in some instances some antiemetic properties; yes. 

Q. I have a copy of Current Therapy, 1959, and I have 
had photocopied certain pages from this textbook and— 


The Court: What is that, a type of dictionary? 

Mr. Armore: It is a medical publication which is 
frequently used by medical doctors, your Honor. 

The Court: Are you familiar with that? 

The Witness: Yes, sir, I am familiar with it. 

The Court: Is it authoritative? 

The Witness: It is like most books, it is not one 
hundred percent. 

The Court: All right. 

Mr. Armore: I would like to have this marked as 
defendant’s exhibit 3 for identification. 

The Court: Mark it. 

The Deputy Clerk: Defendant’s Exhibit Number 
3 is marked for identification. 


(Defendant’s Exhibit No. 3 was marked for iden- 
tification.) 
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Mr. Armore: And at this point I offer in evidence 
the Chart which was marked defendant’s exhibit 2 
for identification. 

The Court: That is this one here (indicating) ? 

Mr. Armore: That is a photocopy of the chart. 

The Court: It may be received in evidence. 

The Deputy Clerk: Defendant’s Exhibit Number 
2 is marked in evidence. 


(Defendant’s Exhibit No. 2 was received in evi- 
dence.) 


(72) By Mr. Armore: 


Q. I refer you to page 591 of defendant’s exhibit 3 for 
identification, and I would also have you compare the 
photocopy of page 591 with that page in the actual volume. 


Is that a true copy of page 591 of the actual volume? <A. 
Yes, it is. 

-Q. I direct your attention to the fact that at the bottom 
of column 1 there is a reference to ‘‘Antiemetic Agents’’. 
Do you see that? A. Yes, sir. 

Q. And on the right side near the bottom of the second 
column there is a reference ‘“The Severe Case’’. And 
among ‘‘Parenteral Sedatives’’ is included phenobarbital. 
Do you see that? A. I would like to know a little more. 
A severe case of what? What are we dealing with here? 
I am not clear yet. 

Q. The reference is to severe cases. A. The heading on 
the top of the page is ‘‘Pernicious Vomiting of Preg- 
nancy’’. That is a rather specific symptom. 

Q Yes. But do you recognize that the preceding para- 
graph is ‘‘The Severe Case’’ and preceding that there is 
a discussion of ‘‘Antiemetic Agents’’? A. Yes. 

Q. Therefore, would you say that phenobarbital is a 
(73) common remedy for antiemetics? A. No, sir. 
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The Court: The doctor has already answered 
that. He said, in some cases it may be. He stated 
that several questions ago. 

The Witness: Certainly, if you put a patient to 
sleep with a large dose of phenobarbital he is likely 
to stop vomiting, but I don’t think that, therefore, 
deserves the classification of it as a potent anti- 
emetic. 


By Mr. Armore: 


Q. Dr. Weiner, I refer you again to the Australian pat- 
ent and to the recitation as to uses. De you see there that 
one pharmacological property is ‘‘antihistaminics’’? A. 
Yes, sir. 

Q. Is that synonymous with antiallergic, substantially? 
A. It is not synonymous. Antihistaminic is a specific case 
of antiallergic, it is antiallergic in those cases where the 
allergy is due to histamine. 

Q. Is it true that in many eases the allergy is due to 
histamine? A. Histamine is a factor, yes. 

Q. I refer you to the reference in the patent to ‘‘spasmo- 
lyties”’. A. Yes, sir. 

(74) Q. Are sedatives frequently used as an antispasmo- 
lytic agent? A. Yes, sir. 

Q. I refer you to the recitation of uses to ‘‘potentiators 
of anaesthetics and analgesics’’. A. Yes 

Q. Is it well known, and has it been well known for a 
long time prior to 1959, that sedatives are excellent poten- 
tiators for anaesthetics and analgesics? A. And a great 
number of non-sedative compounds also are excellent po- 
tentiators. 

Q. But is it true that sedatives are also well known ex- 
cellent potentiators? A. Yes. 


The Court: That is the capsule they give you 
before you go into the operating room, is it? 
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The Witness: Yes, sir. 
The Court: I thought so. 


By Mr. Armore: 


Q. Dr. Weiner, you have testified that you have tested 
this species of the compound disclosed in the Australian 
patent (indicating). Did you test any compound in which 
the methyl group was omitted from the piperazino tail 
portion of the molecule? (75) A. I can’t— 

Q. That is an unsubstituted piperazino compound? A. 
I can’t recall all the compounds that have been tested. 
Many have heen tested in very early pharmacologic eval- 
uation. Relatively few reached the stage of chronic 
toxicity which this compound reached. So, from memory, 
I cannot say yes or no. 

Q. Do you have any data at all to show the type of tests 
you made, the nature of the tests and the type of mate- 
rials you worked with? Do you have any data with you 
whatsoever? A. In the pharmacologic— 

Q. With respect to these tests that you are talking 
about. 

The Court: Do you have any written records with 
you? 

The Witness: The only thing I have with me at 
the moment is my summarizing chart of some com- 
pounds in which I have my handwritten notes which 
say, that in November, 1962, this compound was 
tested in the Woodard Research Laboratory under 
our arrangement and was found to he unsuited for 
human trial because of the chronic toxicity. 


By Mr. Armore: 


Q. And that is the sole note you have there? (76) A. 
With me. I have a complete file, of course, and a com- 
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plete multi-page document of the actual tests done back | 
in my Office. 


Mr. Armore: That is all, Your Honor. 


° * * * * . 


Testimony or Dz. Martrw Rupr 
Direct Examination by Mr. Ponack: 


Q. Dr. Rubin, what is your full name, sir? A. Martin 
Rubin, R-u-b-i-n. 

Q. Where do you live? A. At 3218 Pauline Drive, Cheve 
Chase, Maryland. 

Q. Will you summarize your education, please? A. I 
studied at the University of Iowa and at the City College 
of New York for undergraduate work with major in 
chemistry, and continued at Columbia University ending 
with (77) a Ph.D. there in organic chemistry. 

Q. And what is your present position and your present 
work? A. I am presently Associate Professor of Bio- 
chemistry at the Georgetown University Medical School 
here in Washington, and I am Director of the Georgetown 
University Hospital Laboratory. 

Q. Do you belong to any scientific or professional 
societies? A. Yes. 

I belong to the American Chemical Society and many 
other societies, including the American Medical Associ- 
ation and the American Rheumatology Association and 
others. 

Q. Have you had occasion to do laboratory literature 
studies in the field of medicinal chemistry, with particular 
reference to the iminodibenzyl type of compound? A. Yes. 
Most of my professional life, post-doctorate, has been in 
the field of organic, biologic and medicinal chemistry, 
meaning the chemistry of drugs. And more specifically, 
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two years ago I had occasion to serve as an expert in the 
field of iminodibenzyl chemistry in connection with an 
interference proceeding. And at that time I did laboratory 
studies in this field and also studied the literature in this 
field. 


(78) The Court: I think Dr. Rubin is well quali- 
fied. 


By Mr. Ponack: 


Q. Dr. Rubin, are you familiar with Chart 2 which is 
on the board here (indicating)? A. Yes, I am. 
Q. If you were attempting this synthesis— 


The Court: Why don’t you identify that? What 
is it, the Australian patent? 

Mr. Ponack: No, your Honor, this is the at- 
tempted synthesis of the 3-chloro-iminodibenzyl. 
This is our own compound by a different process. 

The Court: I see. Go ahead. 


By Mr. Ponack: 


Q. If you were attempting to carry out this synthesis 
and obtained a mixture of reaction products, what means 
would you use for identifying what you obtained? A. The 
most powerful tool available today for the resolution of 
mixtures and identification of products from reactions is 
the procedure of chromatography. This is a procedure 
which has been mentioned here as a method used to at- 
tempt to find what the Examiner claimed would have been 
an obvious procedure. This failed to show the formation 
of this compound in this particular reaction. 

Q. To your knowledge, was the 3-chloro-iminodibenzyl, 
(79) the thing that we are attempting to synthesize here, 
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@ new compound at the time of the application involved in 
this suit? A. Yes. I studied this literature and this com- 
pound had not been described in the scientific literature 
prior to this application. 

Q. Is the preparation of this compound described in the 
application? A. Yes, this particular method of making 
this particular compound was described in this application 
for the first time. 

Q. Can you point out where in the application it is de- 
seribed? A. If one turns in this application to page num- 
ber 3 and examines the lines beginning at 22 and con- 
tinuing through page 4, the subsequent page, through line 
number 13, the method of making this compound for the 
first time is described. 

I might point out that this is the method which the 
previous witness has gone through in some many, many 
steps on his charts. That is actually spelled out in the 
application. 

Q. What would you say with respect to the novelty of 
this method of preparation? A. It is totally novel and not 
previously described nor (80) contemplated. 

Q. Have you had occasion to study the Australian 
patent 215,335 which is here involved? A. Yes, I have. 

Q. What is your opinion with regard to the general 
formulae where you have Y and Y, set forth in this patent? 
A. This Australian patent provides a formula which is 
extremely broad in its connotation and encompasses 
within it, I would say, literally millions of possible specific 
compounds. 

Q. Do you see any spelling out there, specifically, of the 
Claim 8 Compound? A. There is none. 

Q. Do you see any spelling out there of a method of 
preparing the Claim 8 Compound? A. There is none. On 
the contrary, the only procedure prescribed provides for 
the unsubstituted symmetrical parent compound. 
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Q. I turn your attention to the description of the 
biological activities set forth in lines 13 to 18 of column 
2 of that patent. Would you comment as to your under- 
standing of this portion of the Australian patent dis- 
closure? A. Well, I addressed myself very intensively to 
the question of whether or not it would be obvious to one 
starting (81) from the Australian patent to proceed to go 
in the direction which would lead to the specific compound 
of Claim 8 in this application. 

And in order to do that I tried to put myself back into 
the time of an inventor faced with this question. And I 
examined the most pertinent art that I could find which 
would teach him which way to go. While this analogy is 
not a very good one, I suppose the Australian patent is 
synonymous with saying that there is a good American 
some place among the two-hundred million, go find him. I 
don’t know why he is good even or what his name is or 
where he lives or anything else; but go find him. 


The Court: Well, I guess another good simile 
would be ‘‘a flyspeck in a pot of pepper’’, wouldn’t 
it? 

The Witness: Yes, indeed. 


And the question would be then for some inventor at 
this time seeking to go and make an invention in this field 
as to what he would turn to as a guide for seeking such 
a good material. So I studied the medicinal chemistry art 
as of this time to come up with what might have been the 
best analogy that I could find for an inventor at this time. 

And the one I came up with, your Honor, is a classic 
one, and I consider this very close and the closest I could 
get to this particular subject. I would try to make it clear 
(82) as to why the inventor might have used this particu- 
lar analogy. 
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The subject, actually, is very similar to this one. If we 
turn the pages a little bit I think the Court will see the 
relationship in the structures. As we go a little further, 
yes, here is a compound which is closest in background to 
the one under consideration (indicating). 

And your Honor will see that as in our second example 
we have the two ring systems on both sides, we have the 
nitrogen in the middle, and we have a bridging compound 
with a bridging group, the CH group, at the top rather 
than in our present one, the CH.—CH., which was new at 
the time of this application. 

But in addition, as is clear here, this particular struc- 
ture has again, as the Australian does, the two possible 
substituents, Y and Y’. 

And the question is, if an inventor facing the Australian 
patent were to go and look for improving that patent and 
went to this very close art, where would it lead him? And 
it leads him, if your Honor follows this start, it leads him, 
as is now here well described classically in the book by 
Adrien Albert entitled ‘‘Selective Toxicity’’—and I have 
the book here and we have prepared copies of several 
pages— 

(83) Mr. Ponack: May we have these pages 
marked for identification, your Honor? 

The Court: What is it? 

The Witness: This is the title page and pages 
154, 155, 200, 201, 202, 203, 204 and 205. 

The Court: It may be marked. 

The Deputy Clerk: Plaintiff’s Exhibit Number 5 
is marked for identification. 

(Plaintiff’s Exhibit No. 5 was marked for identi- 
fication.) 

The Court: Have you a copy for Mr. Armore? 

Mr. Ponack: I had prepared them this morning, 
your Honor— 
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The Court: Well, it is just about time for the 
noon recess. You will probably be able to find them 
during the recess. 

Mr. Ponack: Yes, your Honor. 

The Deputy Marshal: This Honorable Court 
stands recessed until 1:45 this afternoon. 

(Whereupon, at 12:28 a. m. the Court recessed 
as noted.) 

(84) (Afternoon Session, 1:45 p. m.) 
The Court: Dr. Rubin may resume the stand. 


By Mr. Ponack: 


Q. Dr. Rubin, would you briefly sum up what you were 
testifying to before the recess? And you may continue. 
A. Getting right to the point, the question I addressed 
myself to was, starting with the Australian patent, which 


I have written for the purposes of this immediate sum- 
mary on the board, would it have been obvious to someone 
at that time with the normal skill in the art to have been 
led directly then to the compound of Claim 8 in this case? 
I answered, no, and I said that the closest thing I could 
find in a survey of this art was the compound listed as the 
reference compound on the bottom of the blackboard, and 
that if one had studied the history of this compound, again, 
where there are innumerable possibilities of which 100 had 
actually been tested, one was found to be useful. The com- 
pound that was found to be useful was a symmetrical sub- 
stitution, not an unsymmetrical one, as the Patent Office 
would suggest the Australian teaches. And, further, the 
compound of utility was not a chloro compound. So on 
both counts, as near as I could evaluate the situation, some- 
one starting at that time with the Australian patent would 
be led (85) away from the particular compound of Claim 8 
rather than to it. So I concluded that it was not an obvious 
compound. 
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Q. For the record, will you name that compound at the 
lower half of the blackboard? A. Yes, the compound at the 
lower half is called Acridine, and these are substituted 
acridines and they are fully described in the material 
contained in the Appendix of plaintiffs’ exhibit 5. 

Q. Do you mean in the Adrien Albert book? A. Yes, in 
the Adrien Albert book which has been brought in for the 
purposes of identification. 


The Court: You now have a copy of that, Mr. 
Armore, have you not? 

Mr. Ponack: I gave Mr. Armore the book itself, 
your Honor. 

Mr. Armore: Is that what you are referring to 
(indicating) ? 

Mr. Ponack: Yes. 

We haven’t offered it in evidence yet. 

Mr. Armore: Your Honor, should I make an ob- 
jection now or wait until it is offered? 

The Court: Wait until it is offered. 


By Mr. Ponack: 


Q. Dr. Rubin, I direct your attention to the Schindler 
et al. patent 2,813,857 and ask whether you are familiar 
(86) with that patent? A. I am. 

Q. Will you summarize what it discloses to you? A. 
Again, the question is, would it have been obvious starting 
with the Schindler patent to be directed, once more, to 
plaintiffs’ here designated Claim 8 compound? This is 
really the question at issue. 


The Court: That is right. 

The Witness: And I, again, for the purposes of 
summary, on the other side of the board indicated 
my reasons why I feel this is absolutely not so. 
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This is work that was done in my own laboratory 
by myself and, incidentally, a reference to it is in the 
same book, and I have cited that page in the book. 

Let me point out the significance, if the Court 
will permit. The top compound (indicating to the 
blackboard) is the Schindler et al. patented com- 
pound, which is a symmetrical, again, dichloro sub- 
stituted compound. 

The work we did is listed on the bottom in three 
parts. Under column 1 is a vitamin. It is called 
para-aminobenzylic acid. It is a very important ele- 
ment in nutrition. 

If you take this material and proceed to make a 
symmetric dichloro substitution you convert the 
vitamin activity to an extremely weak vitamin 
activity. And, as we (87) have shown, if you 
take then the next step and make the asymmetric 
monochlor substituent, such as the compound under 
Claim 8 under discussion here in type, you not only 
convert from a weak vitamin but totally to an anti- 
vitamin. It is a completely contrary activity. 

And, therefore, at the time of this art, if one had 
started with Schindler’s patent and said, well, all 
right, we have a symmetric dichloro, let’s make it an 
asymmetric dichloro, he would have expected to find 
it a totally contrary activity. 

I concluded, therefore, that the conversion on these 
grounds of chemical thinking and biologic thinking 
would have been unobvious and, therefore, actually 
indicate a high order of inventivity, particularly in 
light of the fact the compound, the monochloro, had 
not been disclosed, it was new, and it took a lot of 
persistence to make it and test it. This is the basis 
of my conclusion. 


Q. Would you then summarize with respect to the art 
of record here, that is the Schindler et al. and Australian 
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patents, and considering the Schindler et al patent alone, 
or the Schindler et al. patent in the light of the Australian 
patent? In other words, would one of these patents alone 
or the combination thereof lead one of ordinary skill in 
the art at the time this invention was (88) made to the 
present compound of Claim 8? A. On the basis of the 
studies and the description I have made, I would conelude 
that neither the Schindler et al. patent nor the Australian 
patent, nor the combination of the two of them would have 
led someone at that time facing this field to the preparation 
of this new Claim 8 asymmetric chloro compound. 

Q. And the work which you testified to with respect to 
the PAB, para-amino-benzylic acid, is summarized in this 
book by Adrien Albert and you are given credit for it; is 


that right? A. That is correct. 


Mr. Ponack: I offer plaintiffs’ exhibit 5 for iden- 
tification in evidence, your Honor. 

Mr. Armore: I object, your Honor, on the ground 
there are many references in that book to work by 
others and it amounts to hearsay. It is not an 
authoritative work. 

The Court: Overruled. Mark it in evidence. 

The Deputy Clerk: Plaintiffs’ Exhibit Number 5 
is marked in evidence. 

(Plaintiff’s Exhibit No. 5 was received in evi- 
dence.) 

Mr. Ponack: That completes the direct examina- 
tion, (89) your Honor. 

The Court: Cross-examine. 

Mr. Armore: May it please the Court, at this 
time I offer in evidence defendant’s exhibit 3 which 
was previously marked for identification. 

The Court: Have you any objection to the receipt 
of this into evidence? 

Mr. Ponack: I don’t recall what it is. 
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The Court: You had better look at it. 

Mr. Ponack: I have no objection, your Honor. 

The Court: Without objection it may be received. 
Mark it. 

The Deputy Clerk: Defendant’s Exhibit Number 
3 is marked in evidence. 


(Defendant’s Exhibit No. 3 was received in evi- 
dence.) 


Cross Examination by Mr. Armore: 


Q. Dr. Rubin, in your earlier remarks you indicated that 
there were procedures disclosed: in the present application 
in suit with reference to the method of preparing the 
iminodibenzyl intermediate; and I assume you referred to 
the paragraph bridging pages 3 and 4. I didn’t quite get 
the numbers of the pages you mentioned. (90) A. I did. 

Q. Those were the only pages in the specification of the 
application you had reference to; is that correct? A. That 
is correct. 

Q. Now that paragraph indicates very generally the 
general procedures that can be followed in forming the 
unsubstituted and forming the substituted iminodihenzyl 
intermediate; is that correct? A. No. The paragraph stipu- 
lates specific reactions that may be used to do this. 

Q. Is there any example in that application giving a 
specific exemplification of the procedures specifically used 
in specific terms for the preparation of the monochloro- 
iminodibenzyl? A. No, there is not. 

Q. In view of the fact that there is no specific disclosure 
by way of a specific example—I withdraw that question. 
Dr. Rubin, you based your testimony with respect to the 
unobviousness of the monochloro compound from the di- 
chloro compound of Schindler et al. on the basis of an 
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analogy with this one compound which is a carboxyaniline 
and substituted with a chlorine, two chlorines or substituted 
with one chlorine; is that correct? A. That is correct. 

(91) Q. That is the sole basis or the sole analogy upon 
which you predicate your opinion that the monochloro 
would not be obvious from the dichloro; is that correct? A. 
It was the best analogy that I could find in a survey of the 
entire literature. 

I think it is necessary to point out that at the time of 
this invention the field under discussion was a new one. 
There were no other guides available. 

Q. Isn’t it true, Dr. Rubin, that in the field of pharma- 
cology or chemistry and biochemistry, that one normally 
expects compounds which have similar molecular structure 
to have similar biochemical or physiological or other 
properties? A. No. 

No, because the sum total of the effective material in 
the organism is an exceedingly complex one, and we have 
now gone into the entire era of recognizing that very 
minute changes in structure can make profound differences 
in function; and this is the reason why I answered no. 

Q. Therefore, would it be correct to say, that there are 
a number of instances in which small changes in structure 
will accomplish substantial changes in function? A. Yes. 


The Court: Wasn’t that true of aspirin? 

(92) The Witness: Was it true of aspirin, your 
Honor? 

The Court: Yes. 

The Witness: Yes, there are many types of 
aspirin. 

The Court: I mean Bayer’s Aspirin. 

The Witness: Thousands have been tested and 
we still have one which is functional. 
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By Mr. Armore: 


Q. Isn’t it also true that in many cases, however, small 
changes in structure, such as a change in a substituent, 
will not materially affect the properties of a substance? A. 
I would agree. 

Q. And that notable examples of those would be basic 
compounds, such as penicillin and the salts of penicillin? 
A. There I would have to disagree because if you examine 
the chemistry, not salts, salt is a different class—you said 
penicillin and salts, and I think we ought to try to be clear. 
If you examine the chemistry of penicillin, very minor dif- 
ferences make for total inactivity in the penicillin; and 
minor differences also make for marked improvement. So 
this is a difficult field if one starts with a general formula 
that can give a million—this is a bad number but I use 
it—or a lot of examples: It takes a considerable amount 
of hard ingenuity to arrive at one which will be useful in 
a human. 

(93) Q. Apparently, I selected a bad example. But the 
fact does remain, Dr. Rubin, as you have indicated, that 
there are many compounds where small changes in the 
structure will still result in the compounds having gen- 
erally similar properties? A. I don’t like many, but I am 
certainly willing to accept some. There are some. 


Mr. Armore: That is all, your Honor. 
The Court: Have vou any re-direct? 
Mr. Ponack: Just one question, your Honor. 


Re-direct Examination by Mr. Ponack: 


Q. With respect to the disclosure of how to make this 
compound, would the art still have any difficulty follow- 
ing that disclosure with reference to the Friedel-Crafts 
and Schmidt processes, ete., in making our compound? A. 


No, this is standard organic chemistry. 
* * . 
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Direct Examination by Mr. Ponack: 


Q. Dr. Sigg, what is your full name, please? A. My full | 
name is Ernest B. Sigg, S-i-g-g. 

Q. And where do you live? A. My address is 796 Long 
Hill Road, Briarcliff, New York. 

Q. Will you give us your education, please? A. I was 
educated in Basle, Switzerland where I received a Master’s 
Degree in Chemistry in 1947 and my M. D. Degree in 1949. 

Q. And what memberships, if any, do you have in scien- 
tific and professional societies? A. I am a member of the 
American Physiological Society, of the American Pharma- 
cological Society and I am a Charter Member of the Ameri- 
ean College of Neuropsycho-pharmacology. And I am a 
member of the New York Academy of Sciences and of the 
Swiss Medical Association. 

Q. What is the nature of your present work? (95) A. 
Presently I am employed by the Geigy Research Labora- 
tories. I have the position there of Director of Pharama- 
cology. My main interest is particularly the effect of drugs 
on the central nervous system. 


Mr. Ponack: If your Honor please, do we need 
more? 
The Court: No, he is well qualified. 


By Mr. Ponack: 


Q. Are you familiar with the mono and dichloro com- 
pounds here involved? A. Yes, sir, I am. 

Q. Have you had occasion to do any testing of these 
compounds? A. Yes, I have. 

Q. In what respects did you test these compounds? A. 
We tested these compounds in regard to their effect on 
the central nervous system. 
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Q. Will you explain to his Honor just what you di. 
and what results you obtained? But before you do that 
would you please look at these charts to see if you are 
familiar with them so we can have them identified? A. Yes, 
I am familiar with them. 

Q. And you have a set of these? A. I have a set, yes. 

(96) Q. Who did the work that is represented on these 
charts? A. The work which is represented on these charts 
was done under my supervision by Dr. Gyermek. 


Mr. Ponack: Would you mark these for identifi- 
cation? 

The Court: Do you want them in as one exhibit? 

Mr. Ponack: Yes, your Honor. 

The Deputy Clerk: Plaintiffs’ Exhibits 6 and 6-A 
are marked for identification. 


(Plaintiffs’ Exhibits Nos. 6 and 6-A were marked 
for identification.) 


Mr. Ponack: Would your Honor like a set of 
these, because we are going to talk about them? 
The Court: Yes. 


By Mr. Ponack: 


Q. Would you explain to his Honor what you did, why 
you did it, what happened, what the significance of these 
charts are and what the results were, particularly with re- 
spect to the compounds as to whether they are similar, dis- 
similar or involved a difference in kind or a difference in 
degree? This is a long question, but I think it will be 
easier if you yourself take care of it without me inter- 
rupting you. (97) A. Your Honor, these two charts rep- 
resent an experiment which is commonly done in a modern 
laboratory to evaluate CNS activity of a compound. 
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It involves creating in an experimental animal—and in 
this case we are using mice—depression. Naturally, de- 
pression does not occur, as far as we know, in animals, 
but with reserpine you can induce one. Reserpine is an 
alkaloid which is used in man to lower blood pressure and 
it is also used as a tranquilizer. 


The Court: As a tranquilizer it depresses? 

The Witness: It depresses pain. 

The Court: Does it diminish the heartbeat? 

The Witness: It diminishes the heartbeat too, 
yes. 

The Court: Go ahead. 

The Witness: The mice treated with reserpine 
showed no locomotor activity. They don’t run 
around, they just sit there and don’t move around. 

We have a runway for these mice and by giving 
them a standard stimulus we measured the length 
of the run. They would run a certain length down 
the runway. 

Now you have two charts, I think, in front of you. 
One is Number 3 where von see the number G-28.364. 
This is a code number which we gave to this oral 
agent, and in this case it represents the dichloro 
dimethy]-amino-propvl-iminodibenzyl. 


(98) By Mr. Ponack: 


Q. That is the compound of the Schindler et al. patent? 
A. Yes. 

Now on this curve you see that the coordinate is cali- 
brated in inches. That indicates how far these mice run. 

On the abscissa you find several points. C represents 
the control. That is as far as a mouse runs under controlled 
conditions having received reserpine. 
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Then you find, 3, 10, 30 and 60 minutes, which represents 
the time of the tests after they have been injected with the 
test compound, that is the dichloro compound. You see that 
repeated three times, which indicates that it has been done 
with three different doses which we inject into the animal. 
And you see the curves, these various points, they are 
practically flat. In other words, there is no change from 
the control after the injection of the dichloro dimethylam- 
ino-propyl-iminodihenzyl compound. 

Now, if your Honor please, we will go to the chart num- 
ber 4. There you see the code number G-34.586, which 
stands for the monochloro-dimethylamino-propyl-iminodi- 
benzyl. 

Q. Which is the compound of our claim 8? A. Yes, that 
is the compound of our claim 8. 

Again, you see the alternates representing the lengths 
of the run and the abscissa, the controls C, and what a 
mouse does 3, 10, 30 and 60 minutes after injection. (99) 
Again, at the three different dose levels which you will find 
across on the top of the chart 1, 3 and 9 milligrams. 

And as you can see, your Honor, after injection of the 
mice with the monochloro compound they run more than 
the controls. In other words, vou see a definite curve mov- 
ing along the alternate of this graph. 

The conclusion of these results is that this compound is 
an active compound in this so-called reserpine antagonist 
test. 

Q. Then, Dr. Sigg, your opinion with respect to this is 
that it indicates that the compounds are significantly dif- 
ferent, insignificantly different, or what? I mean with 
respect to these two compounds, what does this mean? <A. 
These two compounds are significantly different from each 
other. 

Q. Have you had occasion, Dr. Sigg, to become acquainted 
with certain affidavits which are of record in this case which 
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I will refer to as the Wirz affidavits? These affidavits are | 


papers number 6-A and 6-B in plaintiffs’ exhibit 1. 


The Court: Were they before the Patent Office? | 
Mr. Ponack: Yes, sir, they are in the record in | 


this case. 
The Court: All right. 


By Mr. Ponack: 


(100) Q. And the Kunz affidavit, which is paper num- | 
ber 17 in plaintiffs’ exhibit 1. These were all before the | 
Patent Office. Would you look at these again, if you need | 
to and— Oh, you have copies right there? A. I have copies. 

Q. Do you recall what tests were carried out by Dr. | 


Wirz? <A. Yes. 


Q. Explain, very briefly what the tests were, what the re- 


sults were, and then we will go on to the Kunz affidavit. 


Mr. Armore: Objection, your Honor. 

The Court: Why? 

Mr. Armore: On the ground that the witness has 
not been sufficiently linked with the affidavits. 

The Court: Have you seen those affidavits? 

The Witness: Yes, I have. 

The Court: Have you studied them? 

The Witness: Yes, I have. 

The Court: And you know what they are all about? 

The Witness: Yes, I do. 

The Court: The objection is overruled. Go ahead. 


By Mr. Ponack: 


Q. Where were we? A. You asked me to describe the 
tests contained in the (101) affidavits of Wirz. 
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Q. Yes. Tell us what tests were carried out, whether 
they are standard tests and, very briefly, what the results 
are with particular reference to the two compounds here 
involved. 


Mr. Armore: Your Honor, may I respectfully 
interpose one more objection on the ground there is 
no indication that the witness was present when the 
tests were performed. 

The Court: He doesn’t have to he. Overruled. Go 
ahead. 


By Mr. Ponack: 


Q. Go ahead, please, Dr. Sigg. A. There are two tests 
described which are currently used in pharmacology lab- 
oratories. One, in principle, concerns a technique in iso- 
lated tissues where the contraction of an isolated cut is 
measured and its relaxation is studied after addition of 
test compounds. One finds with this test compounds of 
atropine-line activity. 


The Court: That is the same thing they use in 
dilating the pupil of the eye, atropine? 

The Witness: That is correct. 

The Court: Go ahead. 

The Witness: The second test described is a test 
in which a hormonal substance is used to induce the 
swelling of the paw injected. And, again, test drugs 
are injected to (102) find out how antagonistic they 
are against this such induced swelling. 


Q. Now evaluating the results which were obtained in 
the light of what Dr. Kunz says in his affidavit— Well, 
would you first tell us what Dr. Kunz says in his affidavit 
and whether or not you agree? And in the light of that, 
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will you evaluate the monochloro and dichloro compounds 
used in these two tests, the gut test and the rat’s paw, 
with respect as to whether they are significantly different 
or not? A. Sir, do you want me to read the conclusions? 

Q. No, you just summarize them yourself in your own 
words, your understanding of them. 


The Court: Are those in evidence? 

Mr. Ponack: They are all in evidence. 

The Court: Well, why not ask him whether or 
not he agrees? Then he won’t have to repeat what 
is in them. 


By Mr. Ponack: 


Q. Do you agree with what is said in Dr. Kunz’s aff- 
davit? A. We have been talking about Dr. Wirz’s affidavit. 

Q. No, let’s go now to Dr. Kunz’s affidavit, which is an 
evaluation of Dr. Wirz’s affidavit. A. Yes. 

Q. Do you agree with the standards which he sets up 
(103) for evaluating the results in the Wirz affidavit? A. 
Yes, your Honor, I fully agree. 

Q. Will you summarize what this means? Does this mean 
that the compounds are significantly different, or one is 
practically useful and the other is not, or vice versa, or 
what? A. It means that the two compounds in question 
are different in kind. 

Q. The Patent Office has said that these affidavits show 
a difference in degree. Do you agree with that? A. No, 
I do not agree. 

Q. Why not? A. Because they are different in a quan- 
titative sense in order of magnitude, so that we have to 
come to the conclusion that they are inactive. 

Q. Which are inactive? A. Well there are—I have to 
refer— 

Q. Direct your attention only to the monochloro and the 
dichloro. A. Oh, the dichloro is inactive. 
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Q. And the monochloro? A. The monochloro is very 
active. 


The Court: Then they are antithetical, are they 
not? 

(104) The Witness: Pardon? 

The Court: They are antithetical then, are they 
not? One is the antithesis of the other? 

The Witness: Yes, sir. 

The Court: Go ahead. 


By Mr. Ponack: 


Q. Would you say that this is a correct statement? Re- 
gardless of what the other properties of these two com- 
pounds is, the dichloro and the monochloro, in view of 
the results which you have obtained and which Dr. Wirz 
has obtained, would it be correct to say that these two com- 


pounds have different spectra of properties? A. Yes, I 
certainly would. 

Q. Would these spectra be significantly different? A. 
Yes, sir, they are significantly different. 


Mr. Ponack: That is all, your Honor. 
The Court: Cross-examine, Mr. Armore. 


Cross Examination by Mr. Armore: 


(112) Q. Dr. Sigg, you have testified with respect to two 
affidavits by Wirz which are in the record of the present 
application; is that correct? A. That is correct. 

Q. Now were you present when these experiments were 
performed? A. No. 

Q. Were you in charge of these experiments at all? A. 
No. 

Q. Did you have any direct connection with these ex- 
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periments? A. I had direct connection insofar as I have 
seen the setups in which these tests were done repeatedly. 
Q. Did you see the results which were achieved? A. 
I saw the results; yes. 
Q. You saw all the results which is represented by the 
data in these affidavits? A. That I could not tell you, sir. 


* * . * * * 


(116) Q. With respect to the affidavit, the Wirz affidavit, 
showing the comparison between the Australian patent— 
the compounds of the Australian patent—and the com- 
pound of Claim 8, I refer you to page 2 and 3 of the 
affidavit. 

Now compounds 3 and 4 represent compounds corre- 
sponding to those in the Australian patent, do you recog- 
nize that? A. That is correct. 

Q. However, each of the compounds are substituted in 
& piperazino radical; is that correct? (117) A. That is 
correct. 

Q. Were any tests made with compounds that were not 
substituted with the piperazino radical? A. I am not 


aware of this. 
. s J * e * 


(119) Testimony or Dr. Watrer Josepx PéiprnGER 


Direct Examination by Mr. Ponack: 


Q. What is your full name, Dr. Példinger? A. Walter 
Joseph Példinger. P-o-e-]-d-i-n-g-e-r. 


The Court: When you put the ‘‘e” in you don’t 
use the o dot (6), do you? The oomlout? 
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The Witness: That is right. 
By Mr. Ponack: 


Q. And your address? A. Basle, Switzerland, Schut- 
cenmattstrasse 61. 

Q: Would you outline your education for us, Dr. Pél- 
dinger? A. I have studied medicine at the University of 
Vienna, and I received the degree in 1953 of Doctor of 
Medicine. 

Then I worked at the University Clinic for Psychiatry 
and Neurology in Vienna; and then for three years in 
a General Hospital in Vienna. Since 1957 I worked in 
the mental hospital of the State of Lucerne in Switzerland; 
and since 1963 I have been Chief of the Department of 
Clinical Psychopharmacology at the Psychiatric Clinic of 
the (120) University of Basle. 

Q. And what professional societies do you belong to, 
Dr. Példinger? A. I am the Chief of the Department— 

Q. Yes, I understand, but what professional societies do 
you belong to? A. I am a member of the Austrian Medi- 
cal Association, a member of the Austrian Association for 
Electroencephalography, a member of the Austrian Anthro- 
pologica] Association. I am a member of the International 
Association for Neuropsychopharmacology; and I am 
Treasurer of the International Association for Suicide 
Prevention. 

Q. And do you have any publications in your own name? 
A. Yes. I have 40 papers and one book. Most of them 
concern problems of psychopharmacology; also the book. 

Q. Have you had any work in the field of iminodibenzyls? 
A. I have written 3 papers concerning clinical experiences 
with iminodibenzyls. 


Mr. Ponack: Has the witness been sufficiently 
qualified, your Honor. 
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The Court: Very satisfactory. He is well quali- 
fied. 


By Mr. Ponack: 


(121) Q. Dr Példinger, I call your attention to an affi- 
davit by Walter Példinger. Are vou the affiant? Do you 
recognize this affidavit? A. Yes. 


Mr. Ponack: Your Honor, this is paper number 
10 in plaintiffs’ exhibit 1. 


By Mr. Ponack: 


Q. Were the tests reported in the affidavit carried out 
by you or under your supervision? A. All by myself. 

Q. Will you state whether or not the test procedure you 
utilized is a standard procedure in this field? A. It is a 
standard procedure. 

Q. Now would you look at page 4 of that affidavit, and 
referring to, for example, Case No. 1, would you tell us 
in some detail, not too much detail but reasonable detail, 
because we would like to finish today, what you did, why, 
and what the results were that were obtained? Also tell 
us what compounds you used, what patient you used and 
what were the symptoms. 


The Court: Isn’t that all set out in the affidavit? 

Mr. Ponack: It is more or less set out. It is not 
set out in detail. I suggest, your Honor, that we 
be permitted to go through one case. 

(122) The Court: Very well. 

The Witness: We used the dichloro compound. 


By Mr. Ponack: 


Q. This is the dichloro compound? A. The dichloro 
compound. And we used a male patient suffering from 
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indogenous depression and we controlled all his symptoms 
when he came to the clinic. And then we gave him 3 times 
a day an injection of 25 milligrams of the compound. 

Q. Which compound? A. It was the dichloro compound. 

Q. That is the compound of the Schindler et al. patent? 
A. Yes, sir. And during a period of 3 days we could not 
see any change in the behavior of the patient and, there- 
fore, after the period of 3 days we gave him a higher 
dosage 3 times a day, 2 ampules for 25 milligrams. That 
means at every time 50 milligrams of the dichloro com- 
pound during a period of 2 days; and we also did not 
see any change with the higher dosage. 

Q. You were trying to disecover—if I am wrong, please 
correct me—whether this compound would act to eliminate 
the depressive mood, that is whether it would act as an 
antidepressant; and the results were positive or (123 
negative? A. Negative. 

Q. It did not eliminate the mood? A. No. 

Q. Now we have on the same page in the affidavit 10 
cases of this character. Briefly, so that you won’t have 
to go through all of them, how do these compare with 
the case 1 to which you just testified? Was the work 
about the same and were the results about the same? A. 
The same results. We have not seen any change of the 
mood or of motor activity. 

Q. So that the dichloro compound does or does not— 
A. There was no activating effect. 

Q. Do you mean there was no stimulating effect? A. 
Yes, no stimulating effect. 


Mr. Ponack: Your Honor, I have to help this 
witness a bit because of the language difficulty. 
‘The Court: I understand. 
By Mr. Ponack: 
Q. Now let’s go through case No. 21 on page 5 of the 
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affidavit. A. Case 21 refers to a patient suffering de- 
pression because of depressed schizophrenia. And in this 
case we, during a period of six days, 3 times a day, ad- 
ministered 25 (124) milligrams of the dichloro compound 
perorally and we observed no change during the period 
on drive and mood. 

Q. How about this general condition? A. No effect, 
no stimulating effect, and the general condition was grow- 
ing worse. 

Q. How about all the other tests on the depressed schizo- 
phrenics with the dichloro compound, what were the re- 
sults, in general, as set forth in this affidavit? A. We 
observed no activating or stimulating effects. 

Q. What else did you do in this investigation as reported 
here in your affidavit? What other work did you ac- 
complish? A. The next compound? 

Q. Yes. A. The monochloro compound— 

Q. You didn’t do any more with the dichloro? A. No. 

Q. Why not? A. Because there was no effect, and from 
the ethical point of view— 


The Court: I think that is quite clear. How about 
the monochloro? 


By Mr. Ponack: 


Q. Now doctor, his Honor would like you to continue 
(125) with the monochloro. Now tell us what the results 
were with the monochloro compound. That is on page 7 
of the affidavit. A. The results with the monochloro com- 
pound on endogenous depression or depressed schizophrenia 
were that we observed a strong stimulating effect on the 
mood and motor activity. 

Q. And how about on page 8 of the affidavit? Just 
in general, I think, will be sufficient. A. In general, we 
have also seen a strong activating effect on drive and on 
mood. 
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Q. Now there are various types of schizophrenics. Did 
you use what are called matched schizophrenics and explain 
this, if you did? A. Most schizophrenics suffer from hal- 
lucinations and paranoid ideas. But this type of schizo- 
phrenic suffers from depression. He has no paranoid 
ideas and no hallucinations but he has a depressed mood 
and is inactive in motor activity. 


The Court: How about the catatonic type? 

The Witness: It is not the same type. Catatonic 
is only inactivity of drive. But they were also 
depressed in the moods. 

The Court: I see. 


By Mr. Ponack: 


Q. In summary, what is the significance of the tests 
(126) reported here from the standpoint, for example, 


of the identity, or the lack of identity, or the significant 
difference or lack of significant difference between the 
test compounds? A. We have found a significance because 
the dichloro compound has had no effect and the mono- 
chloro compound has had a very strong effect on depres- 
sive states. 


The Court: Stimulating effect? 
The Witness: Yes, sir. 


By Mr. Ponack: 


Q. Was any other work done with the dichloro com- 
pound, as far as you know? A. With the dichloro it was 
not possible because it was necessary to stop the investiga- 
tions. With the monochloro I have later on made other 
investigations but I have not published them. 

Q. And in all these other investigations, what were the 
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results with respect to the monochloro? A. The same as ! 


I have written in this affidavit. 
Q. In other words, you got the same results? A. I got 
the same results with more patients later on. 


Q. And what are those results? A. A good stimulating | 


effect in depressive states. 


(127) Q. In paper number 1 of Plaintiffs’ Exhibit num- | 


ber 11, the Examiner states, with respect to this affidavit, 


and here I quote: 


“There is no showing that the monochloro com- 


pound would have been effective against the patients 
to which the di-chloro compound was administered 
and found to be ineffective.” 


The Examiner also states: 


“Tt is consistent with the affidavit that the mono- 
chloro compound would also have been ineffective 
against these patients.”’ 


Do you agree with these statements by the Examiner? 
If you do, explain why, and if you don’t agree, tell us 
why. Do you understand what the Examiner said here? 
A. Yes, I understand. 

Patients suffering severe depressions can be adminis- 
tered, from the ethical standpoint, only one new drug. 
They are suffering severe depressions and there is always 
the danger they will try to commit suicide. We are not 
allowed to administer more than one new drug. When 
the new drug is found to be not acting we cannot change 
to another new drug on the patient. You can do this in 
a pharmacological experiment with animals but cannot 
do it in the clinic. If you administer a new drug that 
does not act you have to give after a short period in 
the (128) next treatment a drug that is well-known to 
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the doctors because you are not allowed to give to a patient 
during a long period insufficient medication. 

Q. Dr. Példinger, also the Examiner states in the same 
paper number 11, and here again I quote: 


“There is no showing to indicate that the di-chloro 
compound would not also have been effective against 
the patients which were shown to respond to treat- 
ment with the mono-chloro compound.”’ 


How do you know that the dichloro would not have 
worked on these patients who responded to the mono- 
chloro? Let’s have the benefit of your viewpoint here. 
A. It is the same thing. 

Q. How was the selection made of the patients involved 
in your tests? A. There was no selection. Every patient 
suffering depressions coming into the clinic got the treat- 
ment. There was no special selection. 

Q. In its decision, the Patent Office Board of Appeals 
said: ‘The Poldinger affidavit, paper no. 10’’—that is 
this— ‘‘. . . is not persuasive since said affidavit indicates 
that the Schindler et al. compound has the same utility 
as the claimed compound and differs therefrom merely in 
degree.”? Do you agree with this evaluation? (129) A. No. 

Q. Will you please explain? A. The dichloro compound 
has had no effect and the monochloro compound has a strong 
effect. 

Q. What would you say about the spectruin of properties 
of the two compounds? A. The one compound has no 
spectrum of properties. 

Q. I mean as far as treatment of endogenous depression? 
A. There are two target symptoms, depressive mood and 
motor inactivity. One compound has a good effect and 
the other one has no effect. 


Mr. Ponack: That is all. 
The Court: Cross-examine. 
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Cross Examination by Mr. Armore: 


s * > dl = * 


(136) Q. Doctor, you testified on direct examination— 
Strike that, please. Do you recognize that in research 
involving psychiatric drugs that the expression is fre- 
quently used that patients are their own best control? 


The Court: Patients are their own best control? 

The Witness: No, that is not true in depressive 
patients because depressive patients like to go out 
sometimes and commit suicide. They say to the 
doctor, oh, I am very well, let me go home; I am well 
now. And he tries to do this so he can go out and 
commit suicide. And, therefore, it is not always 
true what a patient says when he is suffering 
endogenous depression. 


By Mr. Armore: 


Q. Did you understand my question, Doctor, as to 
patients being their own best control? 


The Court: What is that control? What does 
the word mean in that particular context? 

Mr. Armore: In that context it means, your 
Honor, that patients can be given different various 
drugs being (137) tested at different times at suffi- 
cient intervals in order to determine the nature of 
the reaction, because different patients react differ- 
ently and at different stages of their conditions. 

The Court: Now do you understand what that 
means, Doctor? 

The Witness: Yes, sir. 

The Court: All right, he may answer. 
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Q. Doctor, you testified that you were reluctant to give 
a patient who had been treated with a drug which had no 
effect when he was psychotically depressed a drug which 
might have a beneficial effect. Would you not— 


The Court: Could there be side effects in that 
event? 

The Witness: There could be side effects. 

The Court: I would think so. 


By Mr. Armore: 


Q. If a patient had been insufficiently treated by one 
doctor or another doctor and subsequently he went to a 
second or third doctor, and in the interval a better drug 
had been developed for his condition, would the second 
doctor refrain from using the better drug because the 
patient had earlier been given an ineffective drug? 


(138) The Court: He might wait until the effects 
of the first drug was out of the patient’s system if 
he were a good doctor. 

Mr. Armore: Precisely, your Honor, and that 


was my point. 


By Mr. Armore: 


Q. Now, under the circumstances, would it not have been 
a more valid test, after having used the dichloro compound 
and no results were achieved to wait for a period of time 
until the drug was out of the patient’s system and then 
try the monochloro drug to see whether that drug would 
have an effect? A. That is not possible. You can do that 
in the laboratory with animals, but with man suffering 
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endogenous depression and with the will to commit suicide, 
you cannot wait for a period of one or two weeks until 
the first drug is out of the body and then give him the 
other drug. That is not possible in medicine. 

Q. These patients that were tested, was there an ex- 
amination made to determine the current physical condi- 
tion of these patients at the time they were tested? A. 
Yes. Every patient who comes to the clinic is first ex- 
amined for his physical condition. And we determine the 
physical condition by laboratory controls during the (139) 
tests. 

Q. Was a complete medical history of each patient 
secured? A. There was a complete medical history taken 
on each patient. 

Q. I assume there was a complete psychiatric history 
taken on each patient too? A. Yes. 

Q. Were the patients who were treated with the dichloro 
and monochloro considered comparable insofar as their 
physical and medical conditions were concerned? 


The Court: What do you mean, were they all in 
good health? 

Mr. Armore: -Yes, sir, were they all in good 
health. 

The Witness: They were in good health. 


By Mr. Armore: 


Q. Did you personally examine these patients to detect 
the symptoms you recorded in your affidavit? A. I have 
personally seen all the patients. 

Q. You made these observations yourself? A. I made 
them myself. 

Q. Did you administer the drugs yourself? A. I ad- 
ministered the drugs myself. I prescribed the (140) drugs 
myself. 
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Q. You knew which patients had which drug? A. I 
knew it; yes. 

Q. At the time you examined them? At the time you ex- 
amined the patients who had the dichloro drug you knew 
they had been given the dichloro drug; and when they had 
the monochloro drug you knew they had that? A. Yes. 

Q. Were the patients examined at intervals after the 
periods indicated in the affidavit in order to determine 
whether those patients given the monochloro drug had 
regressed or deteriorated with respect to the immediate 
improvement you had observed? A. I beg your pardon. 

Q. I will repeat it. With respect to the patients— 


The Court: How long did the effects of the drug 
you administered last? Would the patients have a 
recession afterwards? 

The Witness: When we had a good effect then it 
was that they wanted to go home; and it was not 
possible to give them any longer the new drug be- 
cause we are not allowed to give them a new drug 
when they are out of the hospital. 

(141) The Court: I see. 

The Witness: Therefore, it was necessary to 
change to one of the well-known antidepressive 
drugs and send them home. 


By Mr. Armore: 


Q. May I direct your attention to page 7 of the affidavit, 
Doctor? <A. Page 7? 

Q. Page 7, with respect to endogenous depression, dura- 
tion of treatments 2 days and 9 days. A. Yes. 

Q. Does that mean that the patient was treated for 9 
days with the monochloro compound? A. That is 9 and 2, 
11 days. 
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Q. That is 11 days total? A. Yes. 

Q. And he was under observation for 11 days, is that 
correct? A. He was under observation for a longer period. 

Q. How much longer? <A. All the patients were under 
observation between one and two weeks after successful 
treatment with the new drug because then we had the 
period to change to one of the well-known drugs which we 
must give the patient before we send (142) him home. 
And then we have to look for a period of one or two weeks 
because there is always a possibility that he will have a 
change of his mood. We have to wait for this period and 
then we send him home and see him later after two and 
four weeks for a control but only for some minutes. 

Q. Were each of these patients seen two, four, six and 
eight weeks after these tests? A. Yes. 

Q. In order to determine whether the improved condi- 
tion persisted? A. Yes. 

Q. Each of these patients were so seen? A. Yes. 

Q. With respect to the patients who were unsuccessfully 
treated, as indicated in the affidavit, were these patients 
observed for a period of time at intervals of weeks in 
order to see whether there was a delayed effect? A. It is 
always so. We always control. It is the standard method 
of our clinic. 

Q. For example— 


The Court: He answered that question, didn’t 
he? 

Mr. Armore: Yes, your Honor. 

The Court: All right, don’t repeat it. 


By Mr. Armore: 
(143) Q. I notice, Dr. Pédldinger, that with respect to 


endogenous depression the affidavit indicates results with 
respect to 10 persons or patients who were given the 
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dichloro compound, and it indicates that 4 patients were 
given the monochloro compound. Were any more than 
4 patients given the monochloro compound? 


The Court: What difference does that make? 

Mr. Ponack: He has already answered it, your 
Honor, in the record. 

The Court: I know it. 

Mr. Armore: Your Honor, the difference is simply 
if there had been adverse results there is a dis- 
proportionate comparison between the number of 
patients who were treated— 

The Court: Wouldn’t that depend on the particu- 
lar idiosyncracies of the person’s makeup? 

Mr. Armore: Your Honor, I believe I have an- 
other point in mind. 

The Court: Go ahead. 

Mr. Armore: More persons were treated with the 
dichloro compound than with the monochloro com- 
pound. 

The Court: Suppose they were. What then? 
Would that have anything at all to do with the effects 
of either of the drugs? 

Mr. Armore: The inference is that more patients 
(144) than are reported in the affidavit were treated 
with the monochloro compound and may have had 
adverse results which were not reported. 

Mr. Ponack: Many more cases are in the record 
with respect to the monochloro, and he testified that 
more monochloro investigations were done by him. 

The Court: Don’t pursue this any further. 

Mr. Armore: Yes, sir, your Honor. 


By Mr. Armore: 


Q. Was the Schindler et al. patent, which is the dichloro 
compound, assigned to Geigy Chemical Corporation, your 
employer? A. Yes, it was assigned to Geigy. 


(6) 
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Mr. Ponack: Are you employed by Geigy? 
The Witness: No, sir. 
Mr. Armore: I am sorry. I thought you were. 


By Mr. Armore: 


Q. To your knowledge, was the dichloro compound ever 
marketed as a psychiatric drug? A. I beg your pardon. 

Q. To your knowledge, was the dichloro compound ever 
sold or put into commerce? A. Sold? 

Q. Sold or used by doctors for purposes of treating 
(145) patients with respect to psychiatric depression 
symptoms? 


The Court: Is it used in psychiatry? 
Mr. Ponack: The dichloro, was it marketed? 
The Witness: I don’t know. 


By Mr. Armore: 


Q. Has the monochloro compound been used? A. Yes. 
Now I am at the University Clinic in Basle and I know be- 
fore I came to the clinic they used and at the moment use 
the monochloro compound; and I know the monochloro 
compound was used by Dr. Garrone in Geneva. 

Q. Has the dichloro compound ever been used for that 
purpose? A. I have no idea. 

Q. You don’t know whether it has or not? A. No. 


(146) Testimony or Dr. Fetrx von MENDELSSORN 
Direct Examination by Mr. Ponack: 
Q. Dr. von Mendelssohn, may we have your full name, 
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Q. It is also a Schindler et al. but the monochloro is the 
compound which is here involved in issue. A. Right. 

Q. On the basis of the results set forth in that affidavit, 
which I understand you have studied— A. Yes, I have. 


Mr. Ponack: Sir? 
The Court: I coughed. 
Mr. Ponack: I am sorry. 


By Mr. Ponack: 


Q. How would you characterize the two test compounds 
from the standpoint of presence or absence of antidepres- 
sant utilities? A. From the records it is obvious, quite 
clear, that one drug, namely the dichloro, apparently is 
ineffective, whereas the monochloro drug has been very 
effective. 

Q. Have you seen the Garrone affidavit which is of rec- 
ord in this case and is contained in plaintiffs’ exhibit num- 
ber 1, paper number 10? A. Yes, I have. 

Q. What comment would you have there with respect 
(150) to confirming or negating the conclusion which you 
have just stated? A. Dr. Garrone had twenty-three cases 
of depressed patients, manic-depressive type, and in all 
twenty-three cases he had, from what he says, very good 
results with the monochloro drug. 


Mr. Armore: I object, your Honor, to that line 
of testimony. It is completely hearsay. 

Mr. Ponack: He didn’t say he knows the work 
was done. He is evaluating it as an expert. 

The Court: He is evaluating what appears there. 

Mr. Ponack: That is right. 

The Court: Go ahead. 
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Testimony of Dr. Feliz von Mendelssohn—Direct. 
By Mr. Ponack: 


Q. Would you say that these affidavits show that the 
Schindler et al. compound, that is the patented dichloro 
compound, had the same utility—and I am quoting from 
the decision of the Board of Appeals: 


“Said affidavits indicate that the Schindler et al. 
compound has the same utility as the claimed compound 
and differs therefrom merely in degree.”’ 


What is your opinion with respect to what the Board 
of Appeals said about these affidavits? A. From the two 
papers I cannot share that opinion. I (151) think the two 
compounds are different. They must be different in kind 
because in all cases where the monochloride has been used 
it has been effective, and in the twenty-six cases where 
the dichloro has been used it has been ineffective. 


* * * * * * 


Plaintiffs’ Exhibit 1. 


Paper No. 1—Application of Schindler et al. Serial No. 
857274 filed December 4, 1959, Specification as filed 
and Claim 8. 


(See opposite BF) 
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The present invention concerns now Nehoterocyelic compounds 
having valuable pharmacological propurties, as vell as processes 
for the production tnercof. 

10,ll-dinydro-5H-dibenzo/5.f7azepines and SH-dibunzo/5.f7 
aztopinos monoalkylatcd or halogynated in an aromatic ring as woll 
aS derivatives thereof have not been known up to now, It nas now 
doen found that Nederivativos of such compounds corresponding to 
the gcenoral formula | 


O20, 


t >t 
wherein X ropresents a member selected from tho group consisting 


of tho cthylone radical -CH5-CH,- and tho vinylene radie 
eal <-CH=CHe, : 
R represents a mumbur sulucted from the group consisting 
of the ethyl radical, the propyl radical, chlorine and 
dromine, | 
¥ represents an alkylene radical vith 2-3 carbon atoms, and 
Am ropresunts a member selected from the group consisting 
ott lower dialxylamino group, the pyrrolidine, piperie 
ahr morpholino, K-mcthyl-piperasino, oo 
N cme Cptourazino and Semvthylepineridyl(2)e enue 


pad! 


Rave valuable pharmacological properties, in particular anti- 
allergic, sedative, spasmolytic, serotonin antagunistic, anti- 
emctic and adrenolytic activity; for cxample they also restrict 
the saliva secrotions caused by Milocarpinu. Theso substances 
can be administered perorally and, possibly, also subcutaneously 


among othor purposes for the troatmont of cortain forms of mental 


gic rhinitis as well as to potentiate the action of other pharma- 
couticals, in particular, anacstnctics. Of the cumpounds accor- 
ding to the invention, thy ones of particular valuu are those in 
which R in goneral formula I 1s chlorinu. 

Quaternary ammonium salts wnich aro derivod from the 
tertiary bases defined above have ganglioplugic activity. 

The new compounds aro produced by reacting a 3-alkyle or 3- 
halogen= 10. ll-dihydro-5H=-dibunzo/B.f7azepine or a 3-alkyl- or 


3ehalogene SH-dibenz0/5.f7azepiav corresponding to the general 


OO, 


which in the following will bo termed 3ealkyl- or 3ehalorene 


formula 


iminodibenzyls or S-alkyle or 3ehalogone iminostilbunes rospectives 
ly, vith a roactiwo estur of an amino alcohol of tho general 


fornula 


HO - Yeo An Mr 


@ whoroin k, X, ¥ and Am havo tho meanings givon above, tho roaction 
deing performed in the presence of a comiensing arent. 

Suitable condensing azents arc, in particular, Sodium amido, 
lithium amide, potassium amide, sudium or potassium, buty2 lithius, 
phenyl lithium, sodium hydride or lithium hydride. The reaction 
can be perfurmod in the presonee or absenes of an inert organte 


solvent, as examples of which can be named denzeno, tolueny and 


xylenes. : 
As reactive ostors of amino alcohols of the evnural fore 


mula III, in particular the halides are used; individually ean 
be namod: : 
Gincthylaminoocthyl chloride, aiothylaminoothy) chloride, methyle 
othylaminocthyl chloride, S-dimethylamino propy) chloride, Radice 
rothylamino-isopropyl chleride, y-dinctnylamino-propy? chivride, 
3-(@i-n-propylamino)-cthyl chloride, Seno 
ethyl chloride, Ye (Alon-butylamino)-uthy) chloride, 3-(dt-tsobuty2- 
amino)euthyl chloride, pyrrolidino-cthyl chloride, Pipuridino- 
Ce chloride, yepiporidino-propyl chloride, murpholino-cthyl 
an. VU * foniowidey 2 (danethyl-ptperazino) <ctry? Chloride and Hemethy}- 
A -piporidty)(>)-mothy) chloride as well as the corresponding broaiges 
and lodidcs, 
Examples of starting materials of tho goneral foraula Ir 
which are suitable for thu roaction aru 3outhyl-Imtnodidynzy?, 3e 
N-propyl-iminodidenzyl, Jeothyl-iminostilouno, 3-chloro- ani 3- 
bromo-iminodibenzy) and iminostilbene. The {minodibenzy} acrivae 
tives namod above are obtained from unsubstituted iminodibency! 


-3e« 


© @idenzyls or the corresponding iminostilbeno dorivatiws aro thon 


obtained. These can do roacted, for oxample, vith SSauchylantacs 
ey mors ichac. 


& mothylethylaminc, dicthylaminc, pyrrolidine, pipyridiauy:merpho-- 


(A, ~HHac;-temetnylepiperasine or Nehydroxyuthyl-piperazinev. 
Compounds of the general formula I aro obtained by a 


further process in which a compound of the gunoral formula 


a 


Y- fh, 


wherein Any represonts tho primary amino group or a monoalkylamino « 
group and X, R and Y havo tho svanings given above, is treated vith 
a low molecular alkylating agent. Starting materials of the 
general formula VII are obtained, for oxamplo, if ammonia or a low | 
molecular monoalkylamino is rcactcd analogously to the provious 
process instead of a secondary amine of tho genvral formula VI, 
with a reactive ester of a compound of the gonvral formula V or 
also if, for oxample, a 3ealkyle or 3-halogen- S-cyanoalkyl inino- 
dibenzyl or -iminostilbene is reduced or hydrogenated. Zxamples of 
low molecular alkylating agents are dimthyl sulphate, dictnyl 
sulphate, motnyl fodide, otnyl Lodidu, vthyl bromidu, n-propyl 
bromide and petolucne sulphonic acid mothyl ostur in thy prosunco 
of acid binding agents such as, o.f. sodium or potassium carbonate, 
and of an inert organic solvent. Also, for cxamplo, formaldvhyde 


dn the presence of formic acid can bo used. 


Finally, compounds of the eencral formula I can also be 
produced by reacting compounds of tho goneral formula 


COG 
x z 
| 
Y, — ja, | 

whorein Y) and An, represent radicals corresponding to the dufinie 

tions givon for Y and Am above but in ono of tne two 

Padicals, at least one mothylene group bound to a 

nitrogen atom is roplaccd by a carbonyl oe coe, and 
X and R have the moanings given above, 


vith an alkali mtal-oarth mtal hyaridy, (far particular vith 


lithium-aluminius hydride. This process is of importance particue 
larly for the production of N° .W°edisubstituted 3-alkyle or 3- 
halogon- 5-(aeaminomethyl-alkyl)-iminodibunzy]s or ~iminosti bones 
because these compounds can bo obtained, for oxamplo, by tho first 
process only with tho isonorice N° .W°edisubdstituted S-alky2- 0 
3-halogen- 5~(B-aminoalky) )-ininodibenzy]s or ees forn.:¢ 
by molecular rzarrangement. Tne a" 8 *edisubstituted Saalky2~ or 
Senalopene 5-(a-carbamyl-alky) Jeiminodibenzyls or ~iminosttibeacs 
necessary for the production of the above compounds are udtained, 
for example, by reaction of alkali metal compounds of 3ealkyl- or 
3-halogen- ininodibunsyls or <iminostilooneus of the general formula 
7 with low molocular a-bromo-alkano carboxylic acid dtalny2antaes, 
LE (aperorteacespiyertatics, morpholides or ~-b-elky) ptperastdess- 
Further starting matorials of thy general furmula VIII are, for 


e7- 


example, tho Sealkyle or S-halocun- substituted 5{aialkylamino “ 


alkanoyl)-, 5-(piporidino-alkanoyli)-, 5= (Nt ealkylealkanoylazino=- 


 alkyl)-, 5-(1" .W’edialkanoyl-aninoalkyl)-, S-succinimidoalkyl- 
and Seglutarimidoalkyl-e iminod{bonzyls and -iminostilbcnos. The, 
S-dialkylaminoalkanoyl compounds are obtained, for oxamply, by 
reacting alkali metal compounds of BSealkyl- or 3-halogen imino= 
aibenzyls or -ininostilbenss of tho cenvral formula II with halog 
alkane carboxylic acid hali¢es and then roactinys, tho S-halogen 
alkanoyl compuunds obtained with suitable amines of the ccmwral 
formula VI. The other starting materials mentioned above aro ob 
tained, for uxample, by rvacting reactive esters of cumpounis of. 
the general fornula V with al«ili metal compounds of alkany car 
boxylie acid-Nealkylamides, succiaimidc or glutarimide, or by 
acylating 3ealkyl- or J-halogen- S-monoalkylaminoalkyl or S-alky 
or 3ehalogen- Seaminoalkyl iminodibenzyls or {minostilbenos of 
general formula VII. 

Monoquaternary ammonium compounds aro obtained from the 
tertiary anines of tho genoral formula I in the usual way by 2d¢ 
reactive esters, in particular halides or sulphates of aliphatis 
or araliphatie alcohols, o.¢. methyl Lodide, dimetnyl sulphate, 
ethyl bromide, cthyl fodide or benzyl chloride. In this additio 
the group a= roacts. 

Tho tertiary basos form salts, somo of which ary water 7 
soluble with inorganic or organic acids such as hydrochloric ac 
hydrobroaic acid, sulphuric acid, phosphoric acid, methane sule 
phonic acid, ethane disulphonic acid, acotic acid, citric acids 


malic acid, succinic acid, fumaric acid, maleic acid, tartaric 


acid, benzole acid and phthalic acid. | 


The following oxamples furthor illustrate tho production 
of the new compounds. Parts are given thoroin as parts by wight, 
their relationship to parts by volumy is as that of gramics to 


cuble eentim:tres. The temperatures aro in degrovs Centigrade. 


Example) 

10 Parts of 3-othyl-iminodibenzyl are dissolved in 50 
parts by volumo of anhydrous benzene and a solution of tho base 
liberated from 9 parts of pyrrolidinovthyl chloridvehydrochloride 
4n 15C parts by volume of anhydrous benzono is addud. A suspene 
sion of 2.2 parts of sodium anide 4a toluene is addod dropwise at 
50° while stirring and then tho reaction mixture is refluxed for 
16 hours. It.is then cooled and wator is addud. Tho benzene 
phase is scparatod and extracted with 2 Nehydrochloric acid; the 
hydrochloric acid oxtract is madu alkaline with diluted caustic 
soda lye and oxtractcd with other, Tho ether solution is coneune 
trated and the residue ts distillod in a hich vacuum whorcupon the, 
Seotnyl-5=(B-pyrrolidino-vthyl)-iminodibenzyl passes over at 164° 
under C.005 mm prussuro. On troatinr with evthoroal hydrogon chlor- 
{de solution, the hydrochloridy of tho biso namd is obtain: d 
wnich, after rocrystallisation from acutone/uther molts at 155-258 - 

The samo compound is obtained if tho Seuthyleiminodibunzyl 
4s reacted with pyrrolidino-othy] bromido in the prosency of litne 
dum amide instead of with pyrrolidino-cthyl chlorido in tho 
prosence of sodium amide. 

In an anplorous manner, on using the baso liberated fron 


& parts of dinctnylamtnocthy] chloridu-nydrochloriie, SeuthyleSe- 


‘(gedimetnylamino-othy1)-1minodibunzyl(3.7e¢ os 145-147°) 13 
A ‘obtained and-on-usine—9-parts-of-y<tiemethyiopi perazino)-propyr 
2 whierice;—wethy]-5-(y-biemethyi-pipcrazine)}-propy] -iminodibensyl - 
tw —LB.Pag oo 18591842) 1s obtatned,—the-aihydrocnioriao of which 


Also in an analogous manner, starting from 10.7 parts 
of S-n-propyl-iminodibenzyl and the baso liborated from 8.5 parts 
of yedimcthylaminopropy) chlorideu-hydrochloride, Jon-propyl-5=Cy- 
dimothylamino-propy])-iminodibenzy] 3-P-9 002 W2—144° 1s obtained 
and also, starting from 9.9 parts of 3eothyl-iminostilbene and the 
baso libvrated from 8.5 parts of yodimuthy laminopropyl chloride- 
hydrochloride, Jrothyl-5-(y-dimetnylantno-propyl)-iminost11bene 
B.P.o oy 152° 1s obtained. | 
Exaaple 2 | 
22.9 Parts of 3-chloro-iminodibenzy) aro dissolved in 300 


parts by volume of xylcny and & parts of sodium amido, pulvorisod 
and susponded in tolucne, are added while stirring in a nitroren 
atmosphere. The xylene solution immediately bucomus dark coloured 
but on the sodium salt erystallising out it becomes Light coloured 
again. The reaction mixture is stirred for about 2 hours at 80° 
until the dovolopment of amnonia has onded. A solution of Y- 
dimetnylamino-propyl chloride (liberated from 17.4 parts of hydro- 
chlorid: with caustic soda lyv, f.v. about 10% oxcess, taken up 
in tolucno and dried for 2 hours with anhydrous sodium sulphate), 
to tho sodium salt 
in toluene is added/and tho wholv is stirred under reflux for 15 
hours. The procipitated sodium chloride is filtered off and the 
filtrate is concentratud. The residue ts diluted with vtner, and 
the nydrochlorido of 9-(y-dinu thy] aminopropy?)~3-chloro-iminodiben- 
zyl is precipitated by introducing anhydrous hydrochloric acid. 
Tt is filtered off under suction and purificd by repoatod reeryse 


elle 


; tallisation from acetone wheroupon it molts at 191.5 - 192°. < 
In an analogous manner, on using tho base liberated from> 
17.4 parts of y-diothylamino-propyl chlorideshydrochlorid; S-(7- 
dietnylaminopropyl)-3echloro-iminodibenzyl is obtaincd, and on 
using the base liberated from 20.5 parts of Pepi peridinoevthy) : 
| Chlorideshydrochloride, 5-(iepiperidino-othyl)-3echloro-iminodie 
benzyl is obtained. On tho other hand, starting from 27.4 parts 
of S-dromoeiminodibenzyl, 5-(yedimethylamino-propy))<3-brono- 
| tminodibonzyl is obtained analogously to the above example, 
Examplo_> 


23 Parts of 3S-chloroeiminodibunzyl aro dissolved in 190 


parts by volume of xylono, &.3parts of sodium amide, pulverised , 


| and susponded in toluons, aro added and tho whole is stirred for 
3 hours at. 80° in a nitrogon atmosphere. Tho solution becomes 
dark coloured at first but lightens as soon as the sodium salt 

| begins to erystallise. Tho morpholino-cthyl chloride solutio 
(1ibsrated from 20.5 parts of hydrochloride with diluted caustic 
soda lyo and taxeun up in benzene) 1s added to the sodium salt. 

| The roaction mixture is then refluxed for 16 hours while continu 
ously stirring. after concentrating and cooling, the procipitatc? 
sodium chloride is filtered off and washed vith anhydrous cthur. 
Anhydrous hydrochloric acid gus is introduced into the solution 

| in the cold. Tha hydrochlorido of 3echloro-5-(B-morpholino-cthy}’ 
iminodibenzyl is filtered off under suction and rocrystalliscd fr 
alcohol, It melts at 242°. 


Example % 
23 Parts of S-chloro-iminodibenzy? aro atssolved in 19¢ 
Parts by volume or xylene, 4.3 parts of Sodium amido (pulvorises 


and suspended in toluenc) are added and tho whole ts aAray for 
3 hours at 80° in 3 nitrogen atmosphere. Thy aimothylantnot=oprepy2 
chloride (liberated from 18 parts of hydrochloride of dinctny- 
anino-1sopropy] chloride vitn diluted caustic soda lyo and taken 
up in benzene, tho benzone solution arivd for 2 hours vitn anhy- 
drous sodium sulphate) {s then added and the Pyaction mixture is 
Tefluxed for 16 hours while Stirring. Tho precipitated sodium 
chloride is filteroa off, washed vith anhydrous uethor dns the 

AeA tery! 
hydrochloride of tho Wentoro-5-CiedimethyLaminoe h-mthiylonemyt) 


iminodidonzy? is proeipitatoa from the filtrate by thy Introsue~ 
tion of anhydrous hydrogen chloridy, It is rocrystallisud fron 


& great deal of acutono and in tho pure state Mults at 207°, 
Example § | 

8 Parts of pyrrolidine aru added to a solution of 15 parts 
of 3-ethyl-548-chloruthy!)-iminodi bons Zyl in 100 parts by volune 
of anhydrous benzuno and tho whole fs Pefluxed for 22 hours. Aftor 
cooling, the benzen: solution is thoroughly washed ce Raters 
@ried and concentrated. Tho calculated amount of anhydrous 
alcoholic hydrochloric acia is added to the residue whereupon the 
hydrochloride of Jecthyl-5- + O-pyrrelidino-v thy? )~intnodtbvazy) 
erystalliscs out. rt can be rocrystalliscy as duseribed in 
example 1 and thon mits at 156-158°, 


Example 6 
2 10 Parts of 3-n-propyl-5-(yomuthylamino-propyl)-ininodie 
donzyl are dissolved in 7.0 parts by volume of 85% formic acid 
‘and 4.§ parts by volume of 30% formalin are added to the solution. 
‘The whole is left to stand for 3 hours at room tcemperaturo and 
4s then heated for 12 hours on a stcam bath. After cooling, tho 
reaction mixturo is concentrated in tho vacuum, thu residue is pe 
mada alkaline with 30% caustic soda lyv and the shole is uxtracteg 
with othor. Aftor washing and drying, tho other oxtracts aru 
concontrated and tho rusiduc 13 distillud whervupon the 3-n-propyl: 
5-(y-dimothylamino-propyl)-iminodibunzy] is obtained, B.P.o oo) =k 
142-144, 
Exaeple 7 
23 Xarts of Sechloro-iminodibunzyl and 15 parts of l- 
'ehloro-3-bromo-propany are dissolvod in 200 parts by volume of » 
anhydrous benzene. %.3 Parts of sodium amidv, pulverised and 
/ suspended in tolucno, are slowly added dropwise while stirring &50 
‘and the stirring is then continucd for 15 hours at 50-60°, The 
‘Peaction mixture obtaincd is poured into water, the donzune phasu 
\is separated and dricd with sodium sulphatc. Aftcr concentrating 
| Bechloroe5e(yechloro-propyl)-iminodibenzyl is obtained as a dark 
/o11 which can be further worked up diruct. 


, eee ae odtained above are @issolved in- 
fr | 150 parts by vo. thyluthy)l ketone, 10 parts of sodium 


25 ft | Lodide and 13 parts of Nemothyl-piperaz Fa_sdded and the who 


1s stirred under reflux for 16 hours, Thu we » 


concentrated, thoNegsidue is dissolvod in cther and tho basic 
portions are oxtractcd ailutod hydrochloric acid from tho 
ethoreal solution. The acid extracts aro midu alkalinu and tho 


@ibenzyl is obtained in an analogous manner on using, for vxamp]d 
a Nohydronyethyl=piperazine instead—of Nemethyl-piperazine, ———--——— 

EXample 8 

23 Parts of 3-chloro-iminodibenzyl are dissolved in 15Oparts 
by wl.of anhydrous xylene and 4.3 parts of sodium amide, pulvoriscd 
and suspended in tolucno, aro added. Thy mixture is stirred and 
heatud to 90° whorcupon amzonia 1s duvulopud and the sodium salt 
is formud., S-/M-methyl-pipvuridyl(2 )7-uthy) chloride (liberated 
from 22 parts of the hydrochloride and taken up in tolucn:) is 
added to the suspension of the sodium salt obtained and the whole 
is refluxed for 16 hours. Aftur cooling, the prucipitated sodium 
chloride 1s separated, the solution is concentrated and the ofl 
is distilled at 0.2 ma pressure. The S-ehloro-5- (i= (th -methy1- 
Piperidyl (2° )-uthy27-iminodi benzyl passes over at 195°, 
Exams 9 

23 Parts of S-chloro-tminostilbene dissolved in 250 parts 
by vwolumo of anhydrous xylene, to which 4.3 parts of sodiun amide, 
pulverised and suspended in toluuny, are addud are rofluxed for 5 
hours. y=-Dimethylamino-propy) chloride (liburated fron 18 parts 


of the hydrochloride an? taken up in xylune) is added and the whole 


- 15 - 


| &s rofluxed for 20 hours while stirring. Tho reaction mixture 


Qe ~—s« dt ained ts evaporated to dryness, otnor is addod to the rusidue 


| an@ the basic portions are extractod from tho othorval solution 

| with diluted hydrochloric acid. Thy acid oxtracts aro madu 
alkaline and the free base is dissolved in vther. After drying 

| and concentrating the othor solution, thy dusirud 3-chloro-5- 

| (y-dimothylamino-propy])-iminostilbeno is obtained. Rucrystallt 
from petroleum cther it molts at 53°. 


Rn 


Clain 8M  3-Chloro-S-(v-dimothylamino-propyl)-iminodibunzy2 « 
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Plaintiffs’ Exhibit 1. 
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Plaintiffs’? Exhibit 1. 


Paper No. 2—Official Letter of July 14, 1960. 


U. S. DEPARTMENT OF COMMERCE 
Patent OFFICE 
Washington 


This application has been examined. 
References cited: 
Schindler et al 2,813,857 Nov. 19, 1957 260/239 


Austrian Patent 200,578 Nov. 10,1958 260/239 

(4 pages) 
Australian Patent 215,335 June 11, 1958 260/268 

(5 pages) 

* ° ° ° ° 

Claims 1-4, 6 and 8-13 are rejected as being unpatentable 
over Schindler et al alone or in view of the Australian pat- 
ent. Schindler et al discloses 3, 7-dihalo-5-tertiary amino 
alkyl-iminodibenzyl compounds having pharmacological 
properties. The Australian patent discloses in the analo- 
gous iminodibenzyl compounds in which the tertiary amino 
group is a piperazine that 3, 7-dihalo, 3-halo, and 3-alkyl 
substituents are equivalent. In view of such teaching, no 
invention is seen in the 2-halo or 3-alkyl compounds over 
the 3, 7 dihalo compounds of the Schindler et al patent. 
In addition, no invention is seen in the mono halo com- 
pounds over the dihalo compounds of the Schindler et al 
reference alone since the mono halo compounds would be 
expected to exhibit analogous properties. 
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Paper No. 3—Amendment filed January 13, 1961. 


Mail Room 
Jan 13 1961 
U.S. Patent Office 


IN THE UNITED STATES PATENT OFFICE 


In re application of 
Water Scurspier and 
Hewat Dieraice Div. 6 


Serial No. 857,274 Room 4733 
Filed December 4, 1959 
New N-heterocyclic Compounds 


Hon. Commissioner of Patents, 
Washington, D. C. 
Sir: 
In response to the Official action of July 14, 1960, kindly 
amend the above entitled application as follows: 


REMARKS 


Favorable reconsideration of the present application is 
respectfully requested in view of the foregoing changes 
and the following representations. 


The rejection of claims 1, 3, 4, 6 and 8 to 13 as allegedly 
unpatentable over Schindler et al. alone or in view of the 
Australian patent is also controverted. The primary refer- 
ence relates exclusively to dichloro-iminodibenzyls. In 
contrast, the instant claims are directed to (monoethyl-, 
monopropyl-, monochloro- and monobromo-)-5-aminoalkyl- 
iminodibenzyls and corresponding stilbene compounds. The 
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Examiner asserts that the monohalo compounds ‘‘would be 
expected to exhibit analogous properties”’ as compared to 
the dihalo compounds. The basis for this assertion is not 
evident in the record, and the Examiner is invited to cite 
basis for the assertion. The fact is that the properties of 
the monohalo and dihalo compounds are considerably differ- 
ent. It can be shown for example that the spasmolytic 
activity of the claimed monochloro compounds, as to the 
acetyl choline test, is significantly superior to that of 
the dichloro compounds. The Examiner states that the 
Australian patent discloses in the analogous iminodibenzyl 
compounds, in which the tertiary amino group is a pip- 
erazine, that 3, 7-dihalo, 3-halo and 3-alkyl substituents 
are equivalent. The Australian patent is limited to piper- 
‘azino-containing compounds. Furthermore there is no 
teaching in the Australian patent of any preferred position, 
e.g. 3,7 or 3. Moreover even if it is conceded (only for 
argumentive purposes) that the Australian reference 
showed compounds having the 3,7-dihalo, 3-halo, and 3- 
alkyl as equivalent, the teaching of the instant specification 
is exactly to the contrary. The applicants’ claims are 
limited to monosubstituted compounds and as can be noted 
from preceding comments on the Schindler et al reference, 
monosubstituent compounds are not equivalent to disub- 
stituted compounds. The Examiner has included in the 
instant rejection claims 3, 4 and 6. There is no reference 
to a propyl or ethyl moiety in the Australian reference and 
it is difficult to see the Examiner’s basis for his position. 

Summing up, there appears to be no tenable basis for 
the Examiner’s combination of the Australian reference 
with Schindler. The Australian reference is drawn exclu- 
sively to piperazino compounds and is further vague and 
indefinite as to what Y and Y, are, nor where they are in 
the molecule in question. The appurtenant rejection there- 
fore fails and should be withdrawn. 
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Paper No. 4—Official Letter of July 3, 1961. 
U. S. DEPARTMENT OF COMMERCE 


Patent OFFICE 
Washington 


Claims 1, 2, 4, 6 and 8-13 are again rejected as being | 
unpatentable over Schindler et al alone or in view of the | 
Australian patent for reasons of record in paper no. 2, | 
page 2. Applicants’ arguments have been carefully con- | 
sidered but are not deemed persuasive. In view of the | 
disclosure of the Australian patent that “Y and Y, are 


the same or different and are selected from hydrogen 
atoms, halogen atoms and lower alkyl, lower alkoxy, aryl 
and aryloxy”’, no invention is seen in applying this teaching 
to the closely analogous compounds of Schindler et al as 
the compounds resulting therefrom would be obvious. 


All the claims are rejected. 


An issue having been reached, this rejection is hereby 
made Fina. 
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Paper No. 5—Amendment filed January 3, 1962. 


U. S. Patent Office 
Mailroom 
Jan 3 1962 


IN THE UNITED STATES PATENT OFFICE 


In re application of 

Water SCHINDLER ET AL 

Serial No. 857,274 Div. 6. 

Filed December 4, 1959 Room 4733 
New N-Heterocyclic Compounds 


Hon. Commissioner of Patents, 
Washington, D. C. 
Sir: 


RemakKs 


Further and favorable reconsideration is respectfully 
requested in view of the foregoing changes, the accom- 
panying showings and the following representations. 


The rejection of claims 1, 2, 4, 6, and 8 to 13 on Schind- 
ler et al alone or in view of the Australian patent is also 
respectfully traversed. Here again, the applicants rely in 
toto on the appurtenant remarks made on pages 6 (bottom) 
and 7 of the amendment of January 13, 1961, to which the 
Examiner is respectfully referred. Note that the Examiner 
has not responded to the applicants’ invitation for support 
for his holding that the monohalo compounds would he 
expected to exhibit analogous properties to those of the 
dihalo compounds. 

The Schindler et al patent in no uncertain terms is 
directed to dihalogen containing compounds; ef. col. 1, lines 
25-37. Even if one were to concede—solely arguendo—that 
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the Examiner’s attempted combination with the Australian 
patent is permissible, the end result equates the dichloro 
compound of Schindler et al with the Examiner’s postu- 
lated monochloro compound. That, as has been asserted 
by the applicants of record, there actually is no such equiv- 
alence established by the second affidavit (B) filed here- 
with; note monochloro compound 1 and the corresponding 
dichloro compound 2. Note also the monochloro compound 3 
vs. the corresponding dichloro compound 4. The results set 
forth on pages 3 and 4 of this affdavit establish in no 
uncertain terms, the non-equivalency of the two types of 
compounds; moreover, the affidavit confirms the superior- 
ity of the monochloro compounds in comparison with the 
dichloro compounds. 

The foregoing makes the assumption, arguendo, that the 
Examiner has a valid basis for his attempted combination. 
Actually, however, the secondary reference, ie. the Aus- 
tralian patent, has not been properly combined with the 
Schindler et al patent. The Australian patent is restricted 
to piperazino compounds only and such have been shown 
to be non-equivalent to compounds of the instant applica- 
tion. Hence since the amino moiety of the compounds of 
the secondary reference is non-equivalent to the amino 
moiety of the primary reference as shown by the affidavit 
(A), irrespective of the fact that the primary reference is 
drawn exclusively to dihalogeno compounds, the Examiner 
has no basis for taking a moiety of the secondary refer- 
ence and substituting it for a moiety of the primary ref- 
erence. It is not seen where there is anything in the 
references on record that would Suggest the superiority 
as substantiated by the affidavit of the claimed compounds 
in question over the dihalo compounds and hence make 
the claimed compounds “‘obvious” as the Examiner has 
alleged. 

Accordingly, the rejection based on Schindler et al alone 
or in view of the Australian patent fails and should be 


withdrawn. 
. * * e * * 
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Paper No. 6—Notice of Appeal. 
Mar Room 
Jan 3, 62 
U.S. Patent Orrice 
Boarp or APPEALS 
Jan 10, 1962 
U. S. Patent OFFICE 


Appgat No. 34 57 


IN THE UNITED STATES PATENT OFFICE 
APPEAL TO THE HonoRABLE Boar OF APPEALS 


In re application of 

Water Scurnpier ef al 

Serial No. 857,274 Div. 6 

Filed December 4, 1959 Room 4733 
New N-Heterocyclic Compounds 


Hon. Commissioner of Patents 
Washington, D. C. 
Sir: 

Applicants hereby appeal to the Board of Appeals from 
the decision of the Principal Examiner dated July 3, 1961, 
finally rejecting claims 1, 3, 4, 6 to 13 inclusive and 16 
and 17. 

An oral hearing is requested. 

Respectfully submitted, 


Watter ScHINDLEE et al 
By Wenvenot, Linp & Ponack 
Attorneys 
Per A. Ponack 
Washington, D. C. 
January 3, 1962. 


Paper No. 6—Affidavit “A” of Dr. H. Wirz. 
(See opposite BB”) 


Division 6 Case 1214/80 
December, 1961 


Ser. No. 857,274 
‘iled Decender 4, 1959 


¥ 


New KeHeterocyclic Compounds 


APFIDAVIT 


I, Heinrich Wirz, doctor of the University of Basle, 
Switzerland, physician and physiologist, Professor oxtraordinarius 
of Physiology in the University of Basle, a citizen of the Swiss 
"Confederation and resident of Richen near Basle, Switzerland, | 
deing duly sworn, make the following doclarations: 


» In view of Faper Ko. 4 issued in the matter of the = 
Prentitied patent application on the 3rd of July 1961 I have been | 
pesked by one of the inventors of the subject matter of the aove 
[mentioned application, Ser. to. 857,274 to make somo tests in | 
“gonnectiion with comparing the spasmolytic (atropinc-like) activity 
i and antagonistic action to serotonin of compounds according to) 


; Sere Ro. 857,274 against corresponding piperazino 


Tests having now been made and achieved under my directio: 


I beg to submit herwith an exact report about how the sane were 
carried out. 


I Compounds tested: 
er Ge 


acooriing to the 
present application 


| rN 
SG pera 


Spasmolytic (atropine-like) activity: 


a) Method: | 
Surviving intestine of guinea pig (according to Magnus) 
in a tyrode solution was brought by means of acetylcholine 
into a contracted state and the doses of the substances to 
be tested which have the same contraction releasing action 
as 1 y of atropine applied on the sane intestine vere 
ascertained. | 

d) Results: 


| 

Compound Doses in y giving the sane | 
contraction releasing effect as 
1 y of atropine | 


14 
4 
51 


HII Antagonistic action to serotonin: 
¢) Methods | 
The scrotonin-antagonistic action of the test substances 
was evaluated by determining their inhibiting action on 
the formation of oedema following injection of an Scans 


solution of the ercatinin-sulphate of serotonin (3-(B-aztno- 


ethyl)-5-hydroxyindole) into rats hind paws. The tests 
were carried out as follows: 

| Substances to be tested were injected in the form of an 
aqueous solution of its hydrochloride, intraperitoncally 
: into an albino rat. Each substance was administered to 

' a series of 18 rats. Aftcr five minutes 0.1 ml of an 
aqueous solution containing serotonin creatinin sulphate 
in a concentration corresponding to 500 y of serotonin 
salt in 1 ml water were injectod into one hind paw of cach 
| Yat. Control series of 18-27 rats which had not received 
' any test substance were treated in the same way with 
serotonin solution. The average weight of the animals 
used in the different series was about 130 g. After 

2 hours the animals vere sacrificed, both hind paws were 
amputated and the extent of swelling was dotermined by 
comparing the weights of the paws treated with serotonin 
solution and the untreated paws. From the average 
differences between both paws in the test series and in 
the control series, the reduction of swelling due to the 
adninistration of the substances to be tested vas 
calculated in percent of the swelling in the control 

. series. 


Results: 


Compound dosis in mg/kg reduction of swelling 


z 25 51% 
10 50% 


25 og 
10 394 


25 (44 
25 1% 


Toxicity 


©) Methods 

The cosis letalis 50 (LD 50) was determined as follows: 

The substances to be tested were injected intravenously 

in the form of aqueous solutions of their hydrochlorides 

to albino mice in different Single doses. For each: dose 

5-25 animals were used, their woights boing about 20 ¢. 

The animals were observed for one week after the acnini= 

stration of the substances. 

The LD 50 was deternined by graphic interpolation fron 

two doses actually administered, one of which killed 

less than half and the other more than half the number 

of animals treated (Schleicher and Schttll probability oe 

eraph paper 298 1/2 was used for the eraphic interpolation). ° 
£) Results: 


Cozpound Dosis letalis 50 mice i.v. 
in mg/kg body weight 


Conclusions 


Compounds 1 and 2 according to Ser. No. 857,274 filed 
December 4, 1959 have a superior spasmolytic activity and 
antagonistic action to serotonin in comparison with 
corresponding piperazino compounds. The toxicity of 
compounds 1 to 3 are about equivalent. Compound 4 has a 
lower toxicity. However, a more than seven-fold increase 
in dose of compound 4 is required to give the same spasmolytie 
activity as compounds 1 and 2. Moreover, a 2 1/2 times 
increase in dose level of compound 4 (thus cancelling the 
toxicity difference) produces less than 1/3 the antagonistic 
action to serotonin of compounds l-and 2. 


And I make these dccelarations sincerely. 


beni, Or 


Sulcrbed end swom to before me tis 1Sil, 


dey ot Decewben 1% 
(Crt gbhelar 


Vice Consu! of the 
United States of America 
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Paper No. 6—Affidavit “B” of Dr. H. Wirz. 


(See opposite BI) 


Schindler et al. Division 6 Case ward 
ee Decenbder, 19 


Ser. No. 857,274 
Filed Decenber 4, 1959 
ee 


Kew N-Heterocyclic Compounds 


AFPFIDAVI? 


I, Heinrich Wirz, doctor of the University of Basle, 
Switzerland, physician and physiologist, Professor extraordinarius 
of Physiology in the University of Basle, a citizen of the Sviss 
Confederation and resident of Richen noar Basle, Svitzerland, 


being duly svorn, make the following declarations: : 

In view of Paper to. 4 issued in the natter of the atove 
entitled patent application on the 3rd of July 1961 I have been 
asxed by one of the inventors of the subject matter of the above 
mentioned application, Sor. No. 857,274 to make some tests tn 
connection with comparing the spasmolytic (atropineelike) activity 
and antagonistic action to serotonin of Compounds according to 
Ser. Ko. 857,274 apainst compounds according to U.S. Patent | 
Ko. 2613,857 and Sor. Ko. 822,185 filed June 23, 1959. | 


Tests having now becn made and achieved under ny 


Girection I beg to submit herewith an exact report about how 


the same were carried out. 


X Compounds tested: 


acoonling: to the 
presunt ap;0i ation 


acconling to 
USP 2,815,957 


II Spasmolytic (atropine-like) activity 
eA RE LT SE PET TENTS TT 


a) Method: 


Surviving intestine of guinea pig (according to Magnus) 


én a tyrode solution was brought by means of acetylcholine 
into a contracted state and the doses of the substances to 


ve tested which have the same contraction releasing action 


as 1 y of atropine applied on the same intestine were 


ascertained. 


bd) Results: 


| 
Compound No. Doses in y giving the same contraction 
releasing effect as 1 y of atropine 


1. 14 
2. 92 
3. 4 


4. 51 
III Antagonistic action to serotonin: 
TR SS ES STN OSS 
¢e) Method: 


The serotonin-antagonistic action of the test substances 

was evaluated by determining their inhibiting action on 

the formation of oedema following injection of an aqueous 
solution of the creatinin-sulphate of serotonin ( 3-(8-artno- 
ethyl)-5-hydroxyindole ) into rats hind paws. The tests 

were carried out as follows: : 
Substances to be tested vere injected in the forn of an 
aqueous solution of its hydrochloride, intraperitoneally 
into an albino rat. Each substance vas administered to 
a series of 18 rats. After five minutes 0.1 ml of an 


aqueous solution containing serotonin creatinin sulphate 


in a concentration corresponding to 500 y of serotonin 
salt in 1 ml water vero injected into one hind paw of each 
rat. Control series of 18-27 rats which had not received 
any test substance were treated in the samo way with 
serotonin solution. The average woight of the animals 
used in the different series was about 130 g. After 

2 hours the animals wore sacrificed, both hind paws vere 
amputated and the extent of swelling was determined by 
Comparing the weights of the naws treated with serotonin 
solution and the untreated paws. From the average 
differences between both paws in the test series and in 
the control series, the reduction of swolling due to the 
acninistration of the substances to be tested was calculated 
in percent of the swelling in the control series. 

Results: 


Compound dosis in reduction of swelling 
ne/ke 


IV foxicity 
@) Mothods 
The dosis letalis 50 (LD 50) was determined as follovs: 
The substances to be tested were injected intravenously 


in the form of aqueous solutions of their hydrochlorides 


to albino mice in different single doses. For each dose 
5-25 animals were used, their veights being about 20 &- 
The animals were observed for one week after the acninie 
stration of the substances. 


The LD 50 was determined by graphic interpolation fron | 
two doses actually administered, one of which killed | 
less than half and the other more than half the number 
of animals treated (Schleicher and Schill probability 


graph paper 298 1/2 was used for the graphic interpolation). 


) Results: 


Dosis letalis 50 mice 
Compound i.v. in mg/kg body weight 


VY Conelusions: 


Compounds 1 and 3 according to Ser. No. 857,274 filed 
December 4, 1959 have a superior spasmolytiec activity and 
antagonistic action to serotonin, than compounds 2 and 4 
according to U.S. Patent 2,813,857 and Ser. No. 822,185 
respectively. 

It should be noted that compound 2 has more than a six-fold 
Spasmolytic (atropine-like) activity in comparison with the 
corresponding dichloro compound 2. Likewise compound 3 has 
more than a j2-fold spasnolytic activity in comparison with 
the corresponding dichloro compound 4. Compounds 2 and 4 
in the higher dose (2.5 times greater than the lower dose of 
compounds 1 and 3) are considerably less active than the 
lower dose of compounds 1 and 3 with respect to the antagonistic 
action to serotonin. The toxicity of the four cozpounds in 
question is practically the sanc. 


And I make these declarations sincerely. 
a 


ce 


end swom to before 
ecewben 1961 —— 


Cereb? 


Vice Consul of the 
United Stetes of America 
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Plaintiffs’ Exhibit 1. 
Paper No. 7—Official Letter of January 30, 1962. 


U. S. DEPARTMENT OF COMMERCE 
Patent OFFICE 
Washington 


Responsive to amendment filed January 3, 1962. 


The amendment has been considered and will be entered 
for purposes of appeal since it places the case in better 
condition for appeal. 


The amendment and affidavits presented fail to place 
the case in condition for allowance for reasons set forth 
below. 


The rejection of claims 1, 4, 6, 8 and 11 as being un- 
patentable over Schindler et al alone or in view of the 
Australian patent is deemed sound and is maintained. In 
view of the references cited the claimed mono-substituted 
compounds would be obvious to one skilled in the art, as 
compounds. 


This application has been returned to the Board of 
Appeals to await applicants’ perfection of the appeal. 
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Paper No. 10—Letter filed March 7, 1962. 


Boarp or APPEALS 
Maz 7, 1962 
U.S. Patent OFFICE 


IN THE UNITED STATES PATENT OFFICE 


In re application of 

Water Scuinpiter Er Ar 
Serial No. 857,274 

Filed December 4, 1959 

New N-Heterocycric Compounps 


Honorable Commissioner of Patents, 
Washington, D.C. 
Sir: 

Supplementing the response of January 3, 1962, the 
applicants submit herewith two further affidavits directed 
more especially to the compound of claim 8 and which, it 
is submitted, unequivocally establish the allowability of 
the said claim. 

The first of these affidavits confirms the record assertion: | 
of the anti-depressive utility of the new compounds of the 
invention. Note the assertion by the affiiant, Dr. Garrone, 
that the therapeutic (anti-depressive) effect of the com- 
pound of claim 8 ‘‘manifests itself faster than that of any 
other known thymolepticum”’ and that it results in ‘‘marked 
improvement” in the case of patients suffering from de- 
pression. 

The second affidavit—that by Dr. Példinger—is con- 
cerned more especially with a comparison of the thera- 
peutic action of the compound of claim 8 (3-chloro-5- 
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(7-dimethylaminopropyl)-iminodibenzyl) relative to the 
known 3,7-dichloro-5-(7-dimethylaminopropyl)-iminodiben- 
zy]. The showing clearly establishes that, with respect to 
depressed patients, the latter gives ‘‘little or no relief?’ 
while a satisfactory improvement was achieved with the 
compound according to the present application. 

The foregoing negates—certainly in respect of claim S— 
the Examiner’s holding of unpatentability over Schindler 
et al alone and, by the same token, over such patent in 
view of the Australian patent. 

The Examiner does not deny the novel character of the 
claimed compounds. It is wholly incomprehensible that 
those skilled in the art working in the same field—here 
the prior patentees— would have overlooked the new com- 
pounds (e.g. the compound of claim 8), if the latter were 
indeed as ‘‘obvious’’ from the prior patents as the Exam- 
iner would appear to believe. 

The showings here submitted manifestly involved a con- 
siderable amount of time-consuming work which explains 
why it has not been possible to present such showings 
at an earlier date. 

The Examiner is requested to review the situation in the 
light of such showings and to take the further appropriate 
action looking toward the issuance of a Notice of Allowance 
in this case. 

Respectfully submitted, 


Watter ScHInvier et al. 
By Wenvenotu, Linp & Ponack 
Attorneys 
Per A. Powack 
Washington, D.C. 
March 7, 1962 


Paper No. 10—Affidavit of Dr. W. Poldinger. 
(See opposite BU™) 


Schindler ct gl. Division 6 Case 1214/50 
—_—_—_—_— Ey TT 


Ser. Noe 857, 274 
Filed Decenber 4, 1959 
See 


Kew K-Heterocyelic Compounds 
ES EE 


APFIDAVIT 
A eee 


I, Walter PUlvinger, a citizen of Austria and resident 
of St. Trban, Luzern, Switzerland, being duly sworn, make the 
following declarations: | 

In 1953, I received my Doctorate in Medicine fro the 
University of Vienna, Austria. I am a specialist in psychiatry 
and a nexber of the Austrian Society of Prysictans and of the 
Austrian Electroencephalographic Society. I have been at te 
cantonal psychiatric elinie at St. Urban, Lusern, Switzerland, 
for approxinately five years and an presently chief of the. 
psychopharnacological departaent. I have published fifteen 
papers in the field of psychiatry, some of which are cncuerated 
delow: (titles translated from German) 


Comparative Clinical Experiences Employing Psychopharma- 
ceuticals With Psychiatric Patients Maving Varied 
Disturbances - 

Thereapeutische Umschau 1¢, 245 (1959) 


A Neurolyptic With Anti-Depressive Action, "Taractan® - 
Praxis, 49, 4¢3 (196C) 


Tranquilicers - 
Therapeutische Umschau 17, 200 (1960) 


Predominately AntieDepressively Effective Psychopharma- 
ceuticals With Psychiatric Indications - 
Helvetica Med. Acta. 28, 572 (1961) 


Therapeutic Experiences With Thiopropasat and With a 
Combination of Thiogropasat with Chlorophencyclan 
(Vesitan) in Psychiatry - 

Fraxis 5), 73 (1962) 


Clinical Experiences With the Iminostilbene Derivative 
G 33040 - 
Therapeutische Umschau 29, 34 (1962) 


In view of Paper Mo. 4 issued in the matter of the above 
entitled patent application on the 3rd of July 1961 I have been 
asked by the inventors of the subject matter of the above appli- 
cation, Ser. fo. 557,274 to report on some clinical tests in 
connection with comparing the therapeutical action of 3-chloroe 
5-(yedimethylaminopropyl)-iminodibenzyl according to Ser. Xo. 


657,274 (claim 8) against 3, 7-dichloro-5-(y-dimethylaminopropyl)- 
iminodibenzyl according to U.S.P. 2,613,857. 


Tests having becn made and achieved under my direction I 


beg to sutrit an exact report about how sume were carried out. 


- Clinical investication of 3, 7-dichloro-5-(y-dinethylaxino- 
SL 


propyl)-ixinodibenzyl | 

: 

Zen persons suffering from severe endogenous depression and 
sixtcen persons suffering from severe schizophrenia were 
hospitalized at the cantonal psychiatric clinic St. Urban, 
Luzern, Switzerlund and treated either intranusenlarly or 
perorally with 3, 7-dichloro-5-(yedimethylaxzinoprojy2)-Lzinodl- 
benzyl in the fors of Injections of 25 neo/5 ml or tablets of 
25 ng respectively. The persons treated conprise2 four age 


groups, i.e. 


Group ace 
21-35 
36-5C 
51-C5 
Cbe 


The following is a report of the cases: 
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B. Clinical investiration of 3-chloro-5-(y-cinethylasinorro;. 


tzinocibenzyl 


Seven persons hospitalized at the cantonal psychiatric 


clinic, St. Urban, Lucern, Switzerland for severe cental 
disorders were treated cither intrazuscularly or perorally 
with 3-chloro-5-(y-disethylacinopropyl)-iainodibenzy. in 
the form of injection of 25 =g,’5 tl or tablets of 25 zy 
respectively. Four of the persons hospitalized were 
suffering frox severe endogenous depression and three were 
suffering from severe schizophrenia. 


Tne following is a report of the cases: 
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C. Conclusions 
iemtetiiihinaemimee 


Institutionalized severe endogenous depressives! and 

severe Cepressive schizophrenics treated with 3, 7odichloroe 
5~(y-dinethylaninopropyl)-ininodibenzy2 shoved little or 

mo relief. In contrast sintlar severe depressives treated wit? 
3-chloro-5-(y~dinethylacinopropyl)-ininodibensy) shoves a 
satisfactory effect, which improvement was due to 3-chloro- 
5-(y-dinethylantnopropy2)-intnodibenzyl. Tie drive of the 
patients as well as the mood of the patients treated wit: 
3-chloro-5- (y-dtzethylaninopropyl)-irinodibenzy} were 
moderately to much improved, while there was very little or 


no inprovezent in the drive and mood of the patients treated 


with 3, 7-Uichloro-5-(y-dine thylaminopropyl) -tninodibensy} . 


&nd I maxe these declarations sincerely. 
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Paper No. 10—Affidavit of Dr. G. Garrone. 


Boarp or APPEALS 
Mar 7 1957 
U. S. Parent Orrice 


Schindler et al. Division 6 Case 1214/80 
February 1962 

Ser. No. 857,274 

Filed December 4, 1959 


New N-Heterocyclic Compounds 


AFFIDAVIT 


I, Gaston Garrone, Doctor of Medicine of the University 
of Turin, Italy, a citizen of Switzerland and resident of 


Geneva, Switzerland, being duly sworn, make the follow- 
ing declarations: 


I am assistant medical-chief at the Psychiatric Clinic of 
the University of Geneva, in charge of the Psychiatric 
Polyclinic and the medical staff of the Medico-Pedagogic 
Service. I am also consultant psychiatrist at the Cantonal 
Hospital of Geneva as well as medical director of the Lab- 
oratory of Medical Chemistry and Endocrinology at the 
Psychiatrie Clinic at the University of Geneva. I am pro- 
fessor of Clinical Psychology at the School of Social 
Studies in Geneva. 

In 1947, I received my doctorate in medicine from the 
University of Turin, Italy. In the same year I obtained 
the Italian State Qualifying Diploma. In 1949, I received 
the Swiss Confederation Qualifying Diploma. I have been 
a recognized specialist in psychiatry for several years, 
being approved by the ‘‘Federatio medicorum helveti- 
corum’’, I have authored over thirty publications on 
different subjects, some of which are subsequently enu- 
merated: (Titles translated from French) 
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- Neurotie Troubles—a case study. 

(P. Schifferli and G. Garrone) 

Revue médical de la Suisse Romande LXXXVII 
—58—1957 


. Elimination of steroid hormones in the urine of schizo- 


phrenies. Study of the nycturea rhythm. 
(G. Garrone, P. Schifferli and G. Voldet) 
Schweizerische Medizinische Wochenschrift 987, 
1065, 1957 


. Practitioners treatment of the young depressed and 
anxious patient. 

(G. Garrone) 

Médecine et Hygiene—XVII, 46-47, 1959 


- Clinical study of 7-phenyl propanol carbamate, a new 
muscle relaxant with tranquilising activity. 
(G. Garrone, P. Dick and R. Tissot) 
Neuro-psychopharmacology 1, 568, 1959 


5. New pharmacological therapy of the depressive state. 
(G. Garrone and P. Dick) 

Bulletin de 1’Academie suisse des sciences medi- 
cales 15, 308, 1959 


. Treatment of the depressive state with Tproniazid. 
(P. Dick and G. Garrone) 
Neuro-Psychopharmacology 1, 536, 1959 


- The relationship between the involution of endocrine 
slands and psychiatric afflications in old age. 

(G. Garrone and J. Constantinidis) 

Journal suisse de Médecine 89, 1211, 1959 


. Indications for a new muscle relaxant (Gamagquil) in 
out-patient psychiatry. 

(G. Garrone, P. Tissot and P. Dick) 

Journal suisse de Médecine 90, 217, 1960 
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. Preliminary study of the therapeutic action of a new 
mono-amine-oxidase inhibitor (RO 5-0831) 
(J. J. Burgermeister, P. Dick, G. Garrone and 
R. Tissot) 
Praxis 49, 45, 1960 


. Modifications of serum protides and lipids in the 
anelancolique syndrome. 
(G. Voldet, P. Scheidegger and G. Garrone) 
L’ancéphale 48, 510, 1959 


. Mono-amino-oxidase inhibitors in the treatment of the 
depressive state. 
(G. Garrone and P. Dick) 
Psychiat. Neurol. Basel 140, 107-114, 1960 


. Therapeutic progress in psychiatry in 1960. 


(P. Dick and G. Garrone) 
Médecine et Hygiene XIX, 9-10, 1961. 


In light of Paper No. 4 issued in the matter of the above 
entitled patent application on the 3rd of July 1961 I 
have been asked by the inventors of the subject matter of 
the above cited application Ser. No. 857,274 to report on 
some clinical tests in connection with the therapeutical 
action of 3-chloro-5-(7-dimenthylaminopropy])-iminodiben- 
zy] according to said Ser. No. 857,274. Tests having been 
made and achieved under my direction I beg to submit an 
exact report about how same were carried out. 

Under my supervision twenty-three ambulatory patients 
suffering from endogenous, reactive or/and involutional 
depressions were treated with 3-chloro-5-(7-dimethylamino- 
propyl)-iminodibenzyl at the Psychiatric Polyclinic of the 
University of Geneva. The average dosage per os amounted 
to 50-75 mg/day. The following is a report of the cases:— 
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Case 1 


MLB. . . . 25 years old, male 

Diagnosis: depression with asthenia, insom- 
nia and anxiety 

Dosage: 75 mg/day 

Latency of effect: 9 days 

Result: very good effect on both the de- 
pression and the asthenia. 

Case 2 

A.M. . . . 55 years old, male 

Diagnosis: endogenous depression of the mel- 
ancholic type 

Dosage: 50 mg/day 

Latency of effect: 4 days 

Result: a very definite improvement. 


Case 3 


M.-P. . . . 16 years old, female 

Diagnosis: asthenia based on depression, at- 
tempted suicide 

Dosage: 75 mg/day 

Latency of effect: 9 days 

Result: great lightening of depressed 
mood. 


Case 4 


R.B. . . . 81 years old, female 

Diagnosis: psycho maniac depression 

Dosage: 7 mg/day initially, followed by 
950 mg/day 

Latency of the effect: 8 days 

Result: After § days the treatment had a 
noticeable effect on the depres- 
sion; but the major improvement 
set in at the end of one month. 
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Case 5 


The results achieved with this 
older patient are particularly in- 
teresting, as well as the high tol- 
erability for the product. 


G.B. . . . 44 years old, male 


Diagnosis: 


Dosage: 
Latency of effect: 


Case 6 


depression syndrome, dromomo- 
nia, attempts of suicide. 

25 mg/day 

during the first week the effect 
was unstable, then came a period 
of anxiety, which was followed by 
a clear cut improvement. 


P.R. . . . 57 years old, male 


Diagnosis: 
Dosage: 
Latency of effect: 


Results: 


Case 7 


depression relapse with fear and 
hypocondria. 

varying between 75 and 150 mg/ 
day 

first improvement on the 3rd-4th 
day. 

major improvement set in the 12th 
day, after the medication was cut 
off a relapse set in, which im- 
proved as soon as treatment was 
resumed, at 75 mg/day. 


J.B. . . . 40 years old, male 


Diagnosis: 
Dosage: 

Latency of effect: 
Results: 


Relapse into the melancholic state. 
50 mg/day 

6 days 

very marked, definite improve- 
ment. 
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Remarks: 


Case 8 


the effect of this pharmaceutical 
was immediate and positive, psy- 
chotherapy on the other hand 
proved to be ineffective. 


J.B. .. 60 years old, male 


Diagnosis: 
Dosage: 

Latency of effect: 
Result: 

Remarks: 


Case 9 


severe depression of the melan- 
cholic type. 

50 mg/day, the patient could not 
tolerate 75 mg/day 

a slight improvement set in the 
3rd day, which increased during 
the two weeks. 

positive 

the effect of the medicament was 
certain and rapid. 


J.M. . . . 28 years old, male 


Diagnosis: 


Dosage: 
Latency of effect: 
Results: 


Remarks: 


Case 10 


a very pronounced depression, 
acute, partly endogenous, partly 
reactive. 

75 mg/day 

3 days 

very positive, a decided improve- 
ment. 

prior to this therapy all attempts 
at psychoanalysis were unsuccess- 
ful; this treatment greatly aided 
the psychotherapeutic approach. 


A.Ch. . . . 45 years old, male 


Diagnosis: 
Dosage: 

Latency of effect: 
Results: 


cyclothymia 

50 mg/day 

3 days 

very positive, a very definite im- 
provement 
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Remarks: 


Case il 


the medicament had a rapid ther- 
apeutie effect at low dosage. 


B.P. ... 48 years old, female 


Diagnosis: 
Dosage: 

Latency of effect: 
Results: 


Remarks: 


Case 12 


reactive depression 

50 mg/day 

6 days 

a very positive effect on the de- 
pressive state 

remarkable results were attained 
which made it possible to treat by 
means of psychotherapy the per- 
sisting hysteroid tendencies. 


J.M. . . . 42 years old, female 


Diagnosis: 


Dosage: 

Latency of effect: 
Results: 

Remarks: 


Case 13 


relapse into depression of a par- 
tially endogenous and partially re- 
active nature. All treatments were 
ineffective. 

50 mg/day 

4 days 

very positive 

a rapid and positive psychochemo- 
therapy for a relapse into endoge- 
nous depression. 


RL... . 55 years old, female 


Diagnosis: 


Dosage: 

Latency of effect: 
Results: 

Remarks: 


relapse into depression of a 
partly reactive nature with seri- 
ous threats of suicide. 

50 mg/day 

3 days 

very positive 

in this case the effectiveness of 
the treatment was pronounced 
and it set in very rapidly. 
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Case 14 


M.P. .. . 52 years old, female 

Diagnosis: depression with asthenia, insom- 
nia and anxiety. 

Dosage: 75 mg/day 

Latency of effect: 6 days 

Results: greatly improved humor and 
sleep. The asthenia remained 
little changed. 

Case 15 


MB. . . . 56 years old, female 

Diagnosis: reactive depression (anxiety, as- 
thenia, hypermotility, lack of in- 
terest, dysphoria, suicide notions, 
insomnia, inappetence) 

Dosage: 50 to 75 mg/day 


Latency of effect: 5 days 

Results: excellent, progressive and com- 
plete disappearance of all the 
troubles listed above. 

Remarks: this psychochemotherapy proved 
to be good, effective and rapid, 
it did not change the conflicting 
situation by as much. 

Case 16 


Ch.Sch. . . . 46 years old, female 

Diagnosis: reactive depressions which failed 
to respond to two hospitalizations 
and its treatments. 

Dosage: 75 mg/day 

Effect of latency: 2 days 

Results: excellent and rapid 

Remarks: after one month’s treatment the 
patient suffered a slight, tempo- 
rary relapse, which cleared rap- 
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Case 17 


idly and did not recur. The effect 
of the medicament is evident in 
view of the fact that the conflict- 
ing situation has not change. 


Y.F. . . . 39 years old, female 


Diagnosis: 
Dosage: 


Latency of effect: 
Result : 


Latenev of effect: 
Result: 


Case 19 


depression of a partly reactive 
nature with suicide attempt. 

50 mg/day 

about 3 days 

very good. The patient was re- 
laxed but somewhat weary. This 
weariness was sometimes tainted 
with indifference. 


bouts of premenstrual depression 
accompanied with restlessness. 
nervousness, irritability, dyspho- 
ria, suicide notions and impul- 
Sive suicide attempts. 

25 mg/day, 10 days before the 
period 

difficult to establish 

subjective improvement, the pa- 
tient is calmer, more stable and 
holds herself better in check than 
before the treatment. 


J.F. ... 70 years old, male 


Diagnosis: 


Dosage: 
Latency of effect: 


endogenous depression with seri- 
ous suicide attempt (a brother 
has committed suicide) 

75 mg/day 

3 days 
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Case 20 


disappearance of all the tenacious | 
difficulties which comprised the 
symptoms of this depression that. 
troubled the patient for years al- | 
ready. The result is spectacular. | 
for years the patient had tried all | 
the known makes of Sleeping pills | 
without achieving a calm and con- _ 
tinual sleep. Since the therapy | 
with 3-chloro-5-(7-dimethylamino- | 
propyl)-iminodibenzy] he sleeps | 
without recourse to other prod- 


ucts. 


J.A.... 32 years old, male 


Diagnosis: 
Dosage: 


Latency of effect: 


Results: 


Case 21 


a homosexual with a reactive de- 
pression 

25 mg/day 

difficult to ascertain—patient left 
to convalesce at the beginning of 
the treatment. 

definite recovery from the symp- 
toms which accompanied this re- 
active depression. The result is 
good, however, the reactive de- 
pression has not disappeared com- 
pletely. 

although the patient is not longer 
in our care, we have been in- 
formed that his state has re- 
mained stable. 


J.R. . . . 40 years old, female 


Diagnosis: 


reactive depression with night- 
mares and psychosomatic disor- 
ders, 
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Dosage: 75 mg/day 

Latency of effect: 5 to 6 days 

Results : from the onset of the treat- 
ment a noticeable decrease of 
the depressive phenomena, re- 
vealing temporary slight depres- 
Sive heaves of small consequence. 
The night phenomena disap- 
peared. The result can be con- 
sidered as being very good. 


Case 22 


M.A. . . . 47 vears old, female 

Diagnosis: acute depression with hysteria 
Dosage: 50 mg/day 

Latency of effect: 5 days 

Result: greatly improved mood. 


Case 23 


A.L. . . . 65 years old, male 

Diagnosis: involutional melancholia 

Dosage: 50 mg/day 

Latency of effect: 12 days 

Result: greatly improved mood and the 
disappearance of anxiety. 


Conclusion 


IT have found 3-chloro-5-(7-dimethylaminopropy])- 
iminodibenzyl to be an effective antidepressive. From 
the foregoing cases, it can be seen that twenty-three pa- 
tients suffering from endogenous, reactive and/or in- 
volutional depressions on treatment with 3-chloro-5-(7- 
dimethylaminopropy])-iminodibenzy] showed a marked 
improvement. In other words a favourable therapeutic 
effect was achieved because of 3-chloro-5-(7-dimethyl- 
aminopropyl)-iminodibenzyl. The average dose per 
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day of active ingredient given was 50 to 75 mg. The 
period of latency between the outset of the treatment 
and the first effect is short, usually between 4 and 6 
days, a positive response manifesting itself as early as 
on the 2nd day of treatment. The compound, 3-chloro- 
9-(7-dimethylaminopropyl)-iminodibenzyl, is of great 
interest to us. Its therapeutic effect manifests itself 
faster than that of any other known thymolepticum. 
Any side effects do not differ from those which can be 
observed under the same conditions as to the therapeu- 
tie effect with other commercal psychotropic drugs. 


CoN¥FEDERATION oF SwiITZERLAND 

Crry anp Canton or GENEVA 

ConsvuLaTE GENERAL OF THE UNITED Srates [S:> 
or AMERICA 


Subscribed and sworn to before me, 
Harmon E. Kirby, Vice Consul of the United 
States of America in and for the consular district 
of Geneva, Switzerland, duly commissioned and 
qualified, this 16th day of February, 1962, A.D. 


Harmon E. Kirsy 

Harmon E. Kirby 

Vice Consul of the 
United States of America 


Service No. 6 
Tariff Item No. 45 

Fee Paid: U. S. $2.50 
Local Cy. Equiv. S. Frs. 11 
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Paper No. 11, Official Letter of March 21, 1962. 


U. S. DEPARTMENT OF COMMERCE 
Patent OFFICE 
Washington 


In response to the letter and affidavits under 
Rule 132 of March 7, 1962. 


The remarks of applicants and the affidavits have been 
carefully considered but are not deemed to overcome the 
rejections as set forth in the Final Rejection. 

The affidavits presented do not touch the merits of the 
rejection of the claimed compounds as being obvious to 
one skilled in the art under 35 U.S.C. 103. These affidavits 
and the remarks relate rather to the method of using 
the compounds claimed which is not in issue here. 

It is additionally noted that the affidavits do not offer 
a comparison of the claimed compound with the compound 
of the prior art since there is no showing that the mono- 
chloro compound would have been effective against the 
patients to which the di-chloro compound was administered 
and found to be ineffective. It is consistent with the af- 
fidavit that the mono-chloro compound would also have 
been ineffective against these patients. In the alternative 
there is no showing to indicate that the di-chloro com- 
pound would not also have been effective against the 
patients which were shown to respond to treatment with 
the mono-chloro compound. The affidavits presented are 
therefore not deemed to provide a basis for a comparison 
of the compounds utilized. In this respect note also that 
there is no indication that the selection of the patients 
was on a random basis. 

The rejections as set forth in the Final Rejection are 
deemed sound and are maintained. 

The application has been returned to the Board of 
Appeals to await applicants’ perfection of the appeal. 


S. M. S. Marcus, 
T. Miller mlb Acting Examiner. 
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Paper No. 17—Affidavit of H. Kunz. 


Walter Schindler et al. Division 6 Case 1214/80 
October 1962 


Serial No. 857,274 
Filed December 4, 1959 


New N-Heterocyclic Compounds 
A¥FIDAVIT 


I, Hervnicn Kuwz, a citizen of the Swiss Confederation 
and a resident of Zurich, Switzerland, being duly sworn, 
depose and say: 


That I am a pharmacologist of the University of Zurich, 
Switzerland, and that I have been active in the field of 
pharmacological research for 10 years; that I have read 
the affidavits by Heinrich Wirz filed January 3, 1962 in 
the United States Patent Office in patent application Serial 
No. 857,274 supra; that I have frequently tested chemical 
compounds for their spasmolytic activity, particularly by 
causing surviving intestine of guinea pig (according to 
Magnus) in a tyrode solution to contract by means of 
applying thereto a standard dose of acetylcholine and 
varying doses of substances to be tested, whereby that 
amount of such substances is determined which has the 
same lytie effect as atropine applied to the acetylcholine 
contracted intestine; that values above 30 are not indicative 
of any useful spasmolytic activity of the tested substance, 
while doses smaller than 15 are a satisfactory indication 
for useful spasmolytic activity. 


I make these declarations sincerely. 
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Paper No. 22—Board of Appeals Decision. 


Matep 


Oct 25 1963 
Appeal No. 34-57 
U. S. Parenr OFFice 
Boarp or APPEALS 


IN THE UNITED STATES PATENT OFFICE 
BerrorE THE Boarp or APPEALS 


Ex parte Walter Schindler 
and Henri Dietrich 


Application for Patent filed December 4, 1959, Serial 
No. 857,274. New N-Heterocyclic Compounds. 


Wenderoth, Lind & Ponack for appellants. 


Before Federico and Rosa, Exmainers-in-Chief, and Stone, 
Acting Examiner-in-Chief, 


Stone, Acting Examiner-in-Chief. 


This is an appeal from the final rejection of claims 1, 
3, 4, 6 to 13, 16 and 17, which are all the claims remaining 
in the application. Subsequent to the appeal, claim 1 was 
cancelled. The appeal as to this claim is dismissed. Claims 
3, 9, 10, 12 and 13 stand withdrawn from prosecution as 
they have not been acted upon as to their merits in ac- 
cordance with appellants’ compliance with See. 706.03(1) 
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of the Manual of Patent Examining Procedure. Accord- 
ingly, these claims are not before us for consideration of 
their merits in this appeal. These claims however, will | 
be considered with reference to the rejection based on un- | 
due multiplicity of claims. The claims before us for all | 
purposes are claims 4, 6, 7, 8, 11, 16 and 17. 


Claims 7, 8 and 16 are illustrative and read as follows: 


7. 3-Ethyl-5-(a-dimethylamino-propyl)-iminostilbene. 
8. 3-Chloro-5-(a-dimethylamino-propyl)-iminodibenzyl. 


16. 3-chloro-5-[N*-methyl-piperidyl (2*)-ethy]]-iminodi- 
benzyl. | 


The references relied on are: 


Schindler et al. .............. 2,813,857 Nov. 19, 1957 
Austrian Patent 200,578 Nov. 10, 1958 
215,335 June 11, 1958 


The claims are directed to various species of substituted 
iminodibenzyl and iminostilbene compounds which are 
stated, on page 2 of the specification, to have certain 
pharmacological properties such as sedative, spasmolytic, 
antiemetic, ete. 

The references are adequately described on pages 1 and 
2 of the Examiner’s Answer. 

The claims stand rejected as unpatentable over the 
references relied on and also as unduly multiplied. 

With respect to the rejection of claims 4, 6, 8 and 11 as 
unpatentable over Schindler et al. taken in view of the 
Australian patent, it is the Examiner’s position that it 
would be obvious to one skilled in the art to modify the 
iminodibenzyl compounds disclosed by Schindler et al. in 
the manner taught by the Australian patent. The iminodi- 
benzyl compounds disclosed by Schindler et al. are closely 
related to the iminodibenzyl compounds disclosed by the 
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Australian patent. Schindler et al. disclose dihalo deriva- 
tives, such as 3,7-dichloro-iminodibenzyl compounds, 
whereas the Australian patent indicates that in iminodi- 
benzyl compounds very similar to those disclosed by 
Schindler et al. that dihalo derivatives are equivalent to 
monohalo, dialkyl and monoalky] derivatives of iminodi- 
henzyl. In the Australian patent the iminodibenzy] com- 
pounds are limited to a piperazino ‘‘tail’’ whereas the 
Schindler et al. reference discloses the broad range of 
equivalency between amino containing ‘‘tail’’ moieties. 
Appellants urge that Schindler et al. is limited to dihalo 
derivatives whereas the monohalo and monoalky] deriva- 
tives are instantly claimed and the affidavits of record 
indicate the nonequivalency of the mono- and di- deriva- 
tives. 

Appellants’ arguments with respect to the rejection of 
claims 4, 6, 8 and 11 as being unpatentable over Schindler 
et al. taken in view of the Australian patent are not 
persuasive. The iminodibenzy] compounds found in Schin- 
dler et al. are not only closely related structurally to the 
iminodihenzyl compounds found in the Australian patent, 
but the pharmacological properties are the same as is evi- 
dent in comparing col. 2 in the Australian patent with 
column 1, lines 38 to 41 in Schindler et al. The affidavits 
which appellants urge disclose the nonequivalency be- 
tween the mono- and the dichloro, ete. derivatives of 
iminodibenzyl compounds are not controlling since the affi- 
davits are either not directed to the species of claims 4,6 
and 11 or, as with claim 8, the affidavits show a difference 
in degree rather than a difference in kind. Thus, insofar 
as claim 8 is concerned, the instant case is unlike the 
situations presented in In re Papesch, 50 CCPA —, 315 
F. (2d) 381, 137 USPQ 43; In re Lambooy, 49 CCPA 985, 
' 780 O. G. 703, 1962 C. D. 224, 300 F. (2d) 950, 133 USPQ 
270; or In re Petering et al., 49 CCPA 993, 780 O. G. 710, 
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1962 C. D. 232, 301 F. (2d) 676, 188 USPQ 275, in which _ 


the utility of the claimed compound differed radically from 
that of the reference compounds. The utility for the com- 
pound of claim 8, which compound is deemed obvious from 
the references, is the same as the utility of the reference 
compounds and the difference in pharmacological prop- 
erties is one of degree rather than in kind. It is believed 
obvious for one skilled in the art to modify the compounds 
disclosed by Schindler et al. in the manner suggested 
by the Australian patent and it would be expected that 
such compounds would have no more than the expected 
pharmacological properties. The Poldinger affidavit, paper 
No. 10, and the Wirz affidavit, paper No. 6, which compare 
as to pharmacological properties, the compound of claim 
S$ with its dichloro analog as disclosed in Example 2 of 
Schindler et al. are not persuasive since said affidavits 
r et al. compound has the same 
ompound and differs therefrom 
rejection of claims 4, 6, 8 and 11 
on Schindler et al. in view of the Australian patent is 
therefore sustained. 


. * * * * 
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Paper No. 23—Notice of Civil Action. 


U. S. DEPARTMENT OF COMMERCE 
Parent OFFICE 
Washington 


Re: Application of 
Schindler et al 

S. N. 857,274 

Filed December 4, 1959 
For: New N-Heterocyclic 
Compounds 


Notice or Crviy Action Unver 35 U. S. C. 145 


A civil action No. 3068-63, under 35 U. S. C. 145, entitled 
Walter Schindler and Henri Dietrich v. Commissioner of 
Patents, involving this application, was filed in the United 


States District Court for the District of Columbia, on 
December 24, 1963. 


C. W. Moore, 
Solicitor. 
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41 | 5-Amino-1 :9-dimethyl- 
acridine ° . : 
42 - 5-Amino-l-cthylacridine . 
43 . 2:8-Diamino-1 :9-dimethyl- 
acridine - - . 
44 « 2:8-Diamino-3:7-dimethyle 
+ _ acridine . é 
| 2:8-Diamino-4:6-dimethyl- 
{ _ acridine . . 
} 2-Amino-$-chloroacridine 
| 2-Amino-7-chloroacridine 
» 2-Amino-8-chloroacridine 
: -Amino-8-chloroacridine 
50 ' S-Amino-1-chloroacridine 
+ $-Amino-2-chloroacridine 
3-Amino-3-chloroacridine 
5-Amino-3-chloroacridine 
34 . 2:8-Diamino-3:7-dichloro- 
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5-Amino-1-methoxyacridine 
5-Amino-2-methoxyacridine 
$-Amino-3-methoxyacridine 
5-Amino-4-methoxyacridine 
. 2:5-Diamino-7-cthoxy- 
acridine (‘rivanol’) . of} 
5-Amino-2-chloro-7- 
methoxyacridine .  . 
, $-Amino-i-hydroxyacridine. 
: 5-Amino-2-hydroxyacridine. 
5-Amino-3-hydroxyacridine. 
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i 2: 8-bisDimethylamino- 
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ANTAGONISM TO RESERPINE INDUCED DEPRESSION 
BY IMIPRAMINE, RELATED PSYCHOACTIVE DRUGS, 
AND SOME AUTONOMIC AGENTS 


Ernest B. Sigg, laszlo Gyermek* and Ronald T. Hill 
The Department of Pharmacology 
Geigy Research, Division of Geigy Chemical corps 
Ardsley, Rew York (U. 8. A.) 


*Present Address: Syntex leboratories, Palo Alto, California 


In the search for laboratory procedures to uncover potential anti- 
depressant agents, two principal approaches have been used: the enhance-* 
nent of dentral adrenergic activity (Carlton and Didamo, 1961; Stein and 
Seifter, 1961; Hill et al., 1961; Maxwell and Palmer, 1961), and the 
antagonism against experimentally induced CNS depression (Domenjoz and 
Theobald, 19593; Costa et al.,1960; Sulser et al., 1962; Askew, 1963). 
However, it was found that amphetamine induced excitation is not only 
enhanced by imipramine and amitriptyline, but also by atropine (Carlton, + 
1960) and several antihistaminic agents (Stein, 1962). Therefore, the 
question arose if potentiation of central adrenergic effects induced by 
exphetamine or similar agents and antagonism to reserpine and tetra- 
benazine depression are related to some autonomic properties (e.g.,antie 
cholinergic, antihistaminergic and antihydroxytryptaminergic activity) < 
inherent in the non-MAO inhibitor type of antidepressants. In order to 
elucidate this problem, a simple semi-quantitative procedure in mice 
was developed by one of us (1.G.). Imipramine and related derivatives, 
phenothiazines and several autonomic agents, were tested as potential 
reserpine antagonists. The findings are reported and discussed in this 
presentation. 

Methods : 

Swiss Albino mice of both sexes, weighing 20 - 25 grams, and 
fasted for 16 hours, were injected with 10 mg/kg of reserpine intra- 
peritoneally (i.p.). Potential reserpine antagonists were injected 
intravenously in doses of 0.3, 1, 3, and 9 mg/kg, 90 - 120 minutes 
following reserpine administration. Controls received a saline in- 
jection. The animals were placed at the end of a straight narrow 
plastic runway 193 centimeters long. A standard pinch with a cali- 
brated forceps was applied to the ta‘ as external stimulus to which 
the mice responded with moving forward. The pinching was repeated 
four times more and the total distance covered by the animals was 
measured. The mice were tested 3, 10, 30 and 60 minutes after the 
injection of the test compounds. The distances run by each mouse at 
the four time intervals were aided ani averaged. The scores of all 


nice in a test group were averaged and statistically compared to: 
controls by applying Student's T-test with one-sided probabilities. 
Besults : 


The average distance run at the four time intervals (3, 10, 30 
4 60 minutes) after i.v. injection of 0.2 ml of saline, was 25 cm. 
ontrol score) in the reserpinized mouse. 

Table I illustrates the changes from the control score after 
fnjection of various“agents. The ¢linically established antidepressant 
agents, amitriptyline, imipramine, and desmethylimipramine (DMI), possessed 
meserpine antagonistic properties, DMI being the most potent antagonist 
Fig. 1). The desmethyl annlogs of G 38116 and G 34586, were also more 


Botent than the corresponding tertiary amines. An increase in dose 
not always followed by enhancement of reserpine antagonism. Thus, 
@-HO-imipramine, G 38188 and G 34586, in increasing doses, diminished 

he antogonism to reserpine. Of perticular interest was the finding 
Shat promazine exhibited marked antagonism to reserpine, whereas 


as 


chlorpromazine exerted such an effect only after administration of 
he largest dose (9 mg/kg i.v.). Since the reserpine antagonism of 
hese compounds could possibly be due to their known 5-HT blocking, 
ntihistominergic and anticholinergic activity, some tests with | 
presentative autonomic agents of this type were performed. 

From Table II it can be inferred that, in contrast to centrally 
active ISD 25, peripheral 5-HT antagonists (Bromo-ISD, UML-491) did not 
‘antagonize the reserpine-induced depression of locomotor activity. 

oheptadine, which possesses both 5-HT blocking and antihistamine 
gic properties, was a weak reserpine antagonist, whereas diphen- 
Nydram e and thenyldiemine, both antihisteminergic agents, were 
onsiderably more potent. Atropine, however, failed to antagonize 
he depressant effect of reserpine. 


Discussion: 


_ Obvservation of an antagonistic action to reserpine has been 
utilized as e test to determine the potential antidepressant effect 
of centrally active agents. Pretreatment with MAO inhibitors pre- 
vents the sedative action of reserpine (Brodie et al., 1956). Imipramin 
entagonizes certain effects of reserpine, such as locomotor activity, 
ptosis, diarrhea (Domenjoz and Theobald, 1959; Coste et al. 1960) j 
and prolongation of hexobarbital sleeping time (Sulser et al. 1960)/ 
The sedative effect of tetrabenazine, a synthetic reserpine deriva- 
tive, is also entagonized by imipramine, DMI (Sulser et al.,1962) 
and emitriptyline (Vernier et al. 1962). However, it is recognized 
that dose levels, injection time schedules, and animal species are 
emong critical factors eliciting an antagonistic response to the 
sedative effect of reserpine. Furthermore, imipramine antagonizes 
neither the reserpine induced catatonia in mice (Zetler, 1960) nor 
Spontaneous locomotor activity as measured in a Photo-electric cage 
(Unpublished Observations). It 4s therefore of interest that the 
reduction by reserpine of induced locomotor activity in mice can 
readily be counteracted by imipramine, DMI and amitriptyline. 
Moreover, a quantitative evaluation can be made when our procedure 
is used. Thus, DMI, an active metabolite of imipramine, is more 
potent as a reserpine antagonist than imipramine, a finding which 
corroborates the observation of Sulser et al. (1962). Promazine and, 
to a lesser extent, chlorpromazine, also counteract reserpine sedation®> 
Imipramine and amitriptyline, like phenothiazines » possess serotonin 
blocking, antihistaminergic properties. Since any of these properties 
may account for the reserpine antagonistic effect, it is interesting 
that diphenhydramine and thenyldiamine diminish reserpine sedation 
whereas atropine does not. Since ISD 25 is itself a stimulant when 
given in high doses, its antagonistic effect against reserpine cannot 


| 
saceseeriee be related to its antiserotonin properties. Other frenk 
CxS stimulants, such as methylphenidate and amphetamine, also counters 
net reserpine depression (Plumer et al., 1957). Cyproheptadine, 
‘hich is both serotonin blocking and entihisteminergic, is a weak 
veserpine antagonist in this test. These findings are particularly 
noteworthy in the light of Stein's finding that not only amitriptyline, 
imipramine , end small doses of chlorpromazine, but also diphenhydramine, 
yromethazine and other antihistaminic agents, potentiate the central 
ection of amphetamine (Stein, 1962). “In contrast, ateractic doses of 
| “hlorpromazine antagonize the amphetamine effect. These observations 
ere consistent with the opposing psychophermacological actions of 
imipramine and chlorpromazine. Stein refers to the observation that 
allergic (histemine-related) phenomena are often noted in cases of 
depression. | 
Our results are further corroborated by Askew (1963) who studied 
— reversal of reserpine induced lowering of body temperature in mice 
by @ variety of centrally acting agents. He demonstrated that not only 
imipramine, DMI and amitriptyline antagonized reserpine induced hypo- 
thermia, but also, though to a lesser extent, chlorpromazine end phenergan, 
while atropine is not active in this respect. On the basis of these 
findings it may be speculated that reserpine antagonism induced by 
phenothiazines and iminodibenzyls is due to the central antihistaminic 
effect of these agents. It cannot be ascertained st present whether 
hese central autonomic properties bear a relationship to the clinical 
tiveness of these agents as antidepressants. 


A method for semiquantitative evaluation of potential reserpine 
ntagonists in mice has deen described. Desmethylimipramine is the 


BEST COPY AVAILABLE 
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tested. However, promazine anid antihistaminic agents also antagonize 
the effects of reserpine, whereas atropine and serotonin entagonists 
fail to do so. It is speculated that the antihistaminergic Properties 


of these compounds are, at least partly, involved in the mechanism of js 
reserpine antagonisn. 
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Fig. 1: Effect of saline (solid circles), imipramine (open circles) ani 
DMI (crosses) on diminution by reserpine of induced locomotor ‘ 
activity in mice. 

Ordinate: running distance in centimeters. . 

Abscissa: C @ control, 120 mimutes after i.p. administration 
of reserpine. Running distances determined 3, 10, 30 and 60 ~ 
minutes after 4.v. injection of test agent into reserpinized 
mice. Each circle or square in the illustration represents the 
average of the following number of determinations; saline (14); 
imipramine (26); DMI (24). The dose of imipramine and IMI vas * 
3 mg/kg i.v. 
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United States Patent Office ,__, 281385 


Patented Nov. 19, 1957 
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2,813,857 


N-AMINOALKYLATED SUBSTITUTED IMINODI- 
BENZYL DERIVATIVES 


Walter Schindler, Riechen, near Basel, and Franz Hifliger, 
Basel, at assignors, by mesne assignments, 
to Geigy Corporation, New York, N. Y., 2 
corporation of Delaware 


No Drawing. Application August 31, 1 
3 Serial No. 531,817 see 


Claims priority, application Switzerland 
September 22, 1954 


3 Claims. (Cl. 260—239) 


production thereof. 
Derivatives of nuclear substituted imi 


compounds of the general formula: 
c 


sbxyiene—Am 
wherein 


harmacological properties, in particular 
anti-allergic and sedative activity and can be used, among 
other things, for the treatment of certain forms of mental 
disorders. 

Some quaternary ammonium salts which are derived 

from the tertiary bases defined above are effective as 

pounds are produced by reacting an 
iminodibenzyl substituted as defined, in the presence of 
acid binding agents with a reactive ester of an alcohol 
of the general formula: 

HO—alkylene—Am 
wherein alkylene and Am have the meanings given above. 
Tn particular, sodium. amide, lithium amide, potassium 


In particular the halides can be used as reactive esters 
of amino alcohols of the general formula: 


ethylamino ethyl chloride, piperidinoethyl chloride, 
pyrrolidino ethyl chloride, morpholino ethyl chloride, 6- 
: . 1 chlorid dimethylamino iso- 


: i-y-dimethylami 
pentyl chloride, di-n-propylamino ethyl chloride, methyl 
isopropylamino ethyl chloride, di-isobutylamino ethyl 
chloride, di-n-butylamino ethyl chloride or the corre- 


2,813,887 


hot under suction 5 tained in the same way. 
i What we claim is: 
1. A 5-dimethylaminopropy! - 3,7 - dichloro - iminodi- 
1. 


benzy! 
; RR eS I SU er 


i in 

propyl)-3.7-di 

no-propy!)-3.7-dichloro-10.11-dihydro-. 

azepine) passes over at 175-179° under 0.01 mm. 
‘sheer jrochloride prepared with alcoholic hydro- References Cited in the file of this patent 
chloric acid can be recrystallised from acetone. Tt then 15 FOREIGN PATENTS 
melts at 174-175°. 37 inodibenzyl, (S- 668,659 Great Britain ___________ Mar. 19, 1952 
(B - piperidine - ethyl) - 3.7 - dichloro - 10.11 - dihydro- 
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COMMONWEALTH OF AUSTRALIA 
PATENT SPECIFICATION 


Complete Specification lodged 
Application lodged No. 21.847..56 .. 


Applicant oe o- 


2Sth September, 1956. 

25th September, 1956. 

Secicte Des Usines Chimiques 
Rhone-Poulenc. 

Jean Robert and Paul Gailliot. 


Convention Application. 
(Fronce, 20th October, 1955.) 


Complete Specification Publivhed .. 
Complete Specification Accepted .. 


2xth March, 1957. 
bith June, 1958. 


Classification: 09.6. 
No drawing. 


COMPLETE SPECIFICATION. 
~ Improvements in or reloting to iminodibenzy! derivetives.” 


The following statement is a full devcrip- 
twa of thix invention, including the bes: 
method of performing it known to us:— 


This invention relates to heterocyclic com- 


fwuad. aad more particularly to ncw imino- . 


dibcnzy] dcrivatives and their production. 
See mmvention there arc 


l 

= 
where A represents a saturated straight o- 
harched divalent hydrocarbon group contain- 
nz from 3 to 6 carboa atoms. R represents 2 
Inccogen atom or a lower alkyl, aryl or arali- 
Pd :ic group, Y and Y, are the same or dif- 

1 


S290. —26,'6/S8.—95. 


ferent and sre selected from hydrogen atoms, 
halogea atom~ and lower alkyl. Jower alkoxy. 
aryl and arslocy groups. and one or more of 
the cathon atoms of the piperazine ring ma}— 
Sarry a subtituent in the form of a methyl 
rroup. and the acid addition salts, quaternary 
ammonium derivatives and addition com- 
pounds of such bases (for example with 
8-chlorotheupky Hine), By “lower alkyl” 
and “lover alkowy ~ 8 meant an alkyl or 
alkoy group containing not more than 6 


215,335 


_ bydrobromntcs. citrates and tartrates and suit reasdue of.a sulphuric or sulphonic ester) ant 
| able quaternary ammonium compounds are che other symbvb are as hereinbefore defined. 
the quarternary ammonium iodides and bro- (3) Reacting an iminodibenzy! of the 


According to features of the present inven- 


general formula: 
tien the sforeaid compounds are prepared by Ch,-< 
| the following methods:— re ae 
_U Reacting am iminodibenzyt of the YT J ‘ Mi 
- “sn 


' general formula: 


i) v 
CeCe, A—n SMe 
Y- %) x Nevegcupt 
ww with an amine of the formula R NH. the vari- 


ous symbols being ax hercinhcfore defined. 
Saeoert moperass ne #4) Reduction of compounds correspondin: 
general formula: to the products of Formula fin which at least 

onc of the groups A and R is rcplaced by 4 

x-a-€ Yen Zl» group come;ntible by reduction. 
As an example of a convertible group A 

whercin X represents a halogen atom, the other there may he mentioned the group —A,— 
symbols being as hereinbefore defined. — 
| This process may be carried out by beatinz As an crample of a convertible group R 
tke reactants in the presence or absence of aa there may be mentioned the group-CO — R.. 
organic solvent and. if-dcsired. in the prevence In these formule the > A, and R, con- 
of an alkaline condensing agent. for cvampl: tain one carhun atom less than the groups A 
an alkali metal of an alkali metal derivative and R respectively. 
such as a hydroaide. hydride. amide. alcohol- : yl 
ate or organo—alkali metal decristive. and (5) Reduction of an iminodibenzyl of th: 
preferably in the presence of sodium bydronids  geReral formula: - 
or sodaminc. Insicad of the base of Formula J 


II a salt of this base may be employed. bui City Cp, 
in this cave 2 greater proportion of the con-- y. Vy 
demsing agent ix preferably employed in order eee ww 
fa 
| 
% 


to neutraline the acid of the sak. 
-(2) Reacting an iminodibeazy! of the mA 


general formuta: 
1 Oy where Z ix an akichyde (CHO) of nitrile (CN) 
group and the other symbols are as herein- 
* v, before defined, in the presence of a piperazin: 
90 Iz Of the general formula: 

! 


a&=F . vin 
“with 3 piperazine derivative of the general HN N-R 
formeala: NJ 
v___ where R is as hereinhefore defined. 


(6) Hydrolysis of compounds of Formulas 
§ wherein the 
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(2) Heating. to effect decarbowlson. . 
compound of the gencral formula: 


where the «wmboh have the meanings hercin- 
hefore defined. 


The aforeaid procewe,s may be wed scpur- 
ately of 19 combination, ft is abo posible to 
sary the end product by modifying the croup 
R. Thus compounds in which R represents a 
hydrogen stom may be comericd into RK 
cls hy als lanon: Compounds in which R rep- 
fexents a phens! croup may be comened to 
RH nitrosativn and fiion: and com. 
foums in which R is a henry] group may be 
comerted to R . H by reductioa. 


tt will be understood that in ali the afore- 
said process crcept (4) one or more of the 
carbon atoms of the pipcrazine nuciews shown 
may catry a methy! substituent. 


The following Examples will serve to illus 
trate the invention but are not to be regarded 
as limiting # in any way:— 


Enamples. 

A mixture of iminodibenzy! (6.22 g.i. anhy- 
drow. toluene CS ced and 9S «atamide 
11.43 ¢.) ix heated under refluy with agitation 
for 1f hours and a 14.S°¢ solution (32.6 cc.) 
of d-methy 1-3-¢2-chlocopropy piperazine — in 
twlucne is then added over 4 hour. After 
being heated for 10 hours under reflux. the 
mixture ix cooled. washed with water (> 2 
3 cod and extracted with normal dydro- 
<Moriz acid (70, 38 and 3S cc. successively). 
The acidic = lutions. «sare = combined. 
washed with diet! 
and then treated with aqucous sium Iydrov- 
ile td = 1.332. 16 cok The be in extracted 
with dicthy? cther ¢3 x SO cc.) and the com- 
bred cthereal wlutions are washed with water 
(30 ce. dried over sodium sulphate and the 
cher evaporated on the water-bath. The rew- 
voc ix dntillcd and there is caine S-3-4~- 
necthy? - 0° - pipcrazinyipromt) ~ iminodi- 
bearyt 16.08 = tp. 195-198° C03 mm. 
lig. 

$ 


On dissolving the [ast-mentioned bese im 
atcohol (45 cc... eating with charcoal and 
widing « $.13 normal solution (7 cc.) of bydro- 
gen chlornic in alcohol. the dihydrochloride is 
oMained (7.06 gh mp. about 245-248° C. 
(Koffer.) 

By the same general procedure there are 
obtained 

S - (2-4 - ethy}-1*-piperazinylethyNiminodi- 
benzyl. b.p. 0.3 203-206* C5 dihydrochloride 
mp. 239-241 C. (Koller). 

$- (3 - 3° ~ cthyl-1piperazinylpropyimino- 
ditenazl. bp. .., 198 Cz dihydrochloride 
mp. 234-238* C. (Kofier). 

$42 - methyl - 3 - 4° - methyt-I*-pi 
Propel) iminxfibeazyl bp. ... 183-188* C= 
dihydrochloride m.p. 244-247° C. (Kofier). 


The claims defining the invention are as 
follows: — 
1. Iminodibenzyl bases of the general 
formula: 


where A reproents 2 saturated straight oc 
branched divalent hydrocarbon group contain- 
ing from 1 20 6 carbon atoax, R represents a 
kydropen atom or a lower aliyl. aryl or aral- 
phatic group. Y and Y, are the «ame or dif- 
ferent vad are «lected from hydrogen atom, . 
htogen atoms und lower alkyl lower alkoxy. 
aryl and arloxy groups und one or more of 
the carbon atom. of the pipcrazine ring may 
carry 2 substitucnt in the form of a methyl 
«2h October. 1955.) 


3. $-43~ 3° - methyl - 17 pipcraziontpeops 
iminouibenry! and its dihydrochloride. (20th 
October. 1955.) 


4. S-«2-8ethyi - 


I~ piperazinylethyDiming- 
SSS dihydrochloride. (2Sth set 
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5. S- (3 - 4° - ethyl - 1° - piperazinyIpropy)) 
iminodibenes] and its dihydrochloride. (25th 
ise 1956.) 


2-methyl - 3 - 4° - methyl - 1 - pipera- 
aR Reet and its dihydro- 
chloride. (25th September, 1956.) 


7. A ptoces for the production of aa 
iminovibenzy1 base as claimed in Claim 1 which 
eae aon an iminodibenzyl of the 


et: 


with a halogenoalkyIpipcrazine of the general 
formula: 


ae NS 


wherein X represents a halogen atom. the other 
symbok have the meanings assigned to them 
in Claim 1 and one or more of the carbon 
atoms of the piperazine ring may carry a 
methy! substituent. (20th October, 1955.) 

8. A process for the production of an iminc- 
dibenzy} base as claimed in Claim 1 which 
eee sareeeine an iminodibenzy! of the 


Ewe 


‘with 2 piperazine derivative of the general 
formula: 


HN N- 
Nea ae 


wkere T represents the acid residue of a reac- 
tive exter the other symbols have the meanings 
assigned to them in Claim 1] and one or more 
of the carbon atoms of the piperazine ring 
May carry a methyl substituent. (20th Octo- 
her. 1955.) 

9. A-process for the production of an imino- 
dibensy! base as claimed in Claim 1 which 

7 


comprises reacting an iminodibenzyl of the 
general formula: 


as my . 
Foe 


7 i 
M £3 
Nevapcupt 


with an amine of the formula R NH.. where 
T represents the acid residue of a reactive 
exter and the other s:mbols have the meanings 
assigned to them in Claim 1. (20th October. 
1955.) 


10. A process for the production of an 
iminodibenzy] base as claimed in Claim 1 
which comprises reducing a compound as 
claimed in Claim 1} but ia which at least one 
of the groups A and R is replaced by a group 
convertible thereinto by reduction. (20tb 
October. 1955.) 

11. A process according to Claim 1 
wherein A is replaced by — A, —CO— or 
R ws replaced by — CO — R, or both. A and 
R ure x0 repliced, where A, and R, differ from 
A and R in containing one less carbor atom. 
(20th October, 1955.) 


12. A process for the production of an 
iminoJibenzy! base as claimed in Claim 1 
which comprises the reduction of aa iminodi- 
benzyl of the gencral formula: 


wkere Z is an alichyde (CHO) or nitrile (CN) 
group and the other symbols are as hereia- 
hefore defined. in the presence of a piperazine 
of the general formula: 
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secre Ris as hereinbefore defines and one 
cot the carhon atoms of the piperazine 
My curry a moths! substituent. (20th 
PMioher, 1955.) 


’ 
13. A proce for the production of an 


3 ® a hydrocarbon group. (20th October, 


535.) 


4. A prowess for the production of 10 
inoibeazl hae as claimed in Claim | 
9 


which compries heating. to effect Jecarboxy- 
Litwen. a compound of the gencral formuls -- 


tM g~C88, 
OG 
— ~ ——— 


CUO -A-t N--R 

‘dere the ssmbok have the meaning avigned 
to them in Claim J and one or more of the 
carhon stom, of the piperazine nucicus mar 
carry a methyl subvtitucnt. (2Sth September. 
1956.) 

1S. Process for the production of com- 
pounds us defieed in Claim 1 substantially 2s 
hereinbefore descrited. (20th October, 1955.) 

10 
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Examiner's Answer 


This is an appeal.from the final rejection of claims 
1, 3, & 6-13, 16and If, all the claims in the application. 
No claims are allowed.. | 
A correct copy of the appealed claims appears on 
pages 1 and 2 of the appellants' brief. 
The references of record relied on are: 
Schindler et al 2,813,857 Nov. 19, 1957 260-239 


Nov. 
Austrian Patent 200,578 Maw. 10, 1958 260-239 
h pp. spec.) 


Australian Patent 215,335 June 21, 1958 260-239 
(5 pp. spec.) 


The invention is adequately described on page 3 


of appellants' brief. 
The References 


Schindler et al disclose the class of iminodibenzyl 


Serial No. 857,27) 


Cha - € 
$ 
vw 
4 


Alkylene- Am 


wherein X represents a halogen atom. These compounds are 
disclosed to be useful “for the treatment of certain forms — 
of mental disorders", 


> 
The Austrian patent discloses the class of imino- 


stilbene compounds: — 
QS 
ot 


y-Am 
wherein X represents hydrogen, halogen or the methyl group. 


There is no igsue raised as to the S-position in 
the above references, and so that substituent is not here 


defined. 


The Australian patent discloses the class of imino. 


CH- tH 

w ; 

A-NS N-R 
wherein "Y and Y, are the same or different and are selected 


@ibenzyl compounds: 


from hydrogen atoms, halogen atoms and lower alkyl, lower 
a@lkoxy, aryl and aryloxy groups". 
The Rejections 
All of the claims are rejected as being unduly 
multiplied. 
Claims1 is rejected as being drawn to a class of 
compounds which lacks adequate support in the specification 
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A. Claims 1, 4, 6, 8, and 11 drawn to 5-aminoalkyl 
iminodibenzyl compounds stand rejected as being unpatent- 
able over Schindler et al. alone or in view of the Australian 
patent. 


The rejection of the selected claims as beimg unpatent- 
able over the cited art and as not being patentably distinct 
from the claim of the copending application Serial No. 
822,185 may be consolidated and stated in a relatively 
simple manner. The art and the copending application 
disclose the unsubstituted and disubstituted compounds 
of which applicants are claiming the monosubstituted 
homologues and analogs. In addition the art discloses 
(the Australian patent) the concept of unsubstitution, 
mono-and disubstitution in the benzene nuclei of the 
analogous piperazino substituted compounds. It then 
would appear advantageous to consolidate the discussion 
of these rejections. 


Secondly, there is the teaching of the Australian patent 
of the equivalency of unsubstituted, mono-, and disubsti- 
tuted compounds wherein the substituent in the 5 position 
is the analogous piperazino group. Note that the sub- 
stituents Y and Y, of the Australian patent may be the 
same or different from hydrogen, halogen and lower alkyl. 
It is further noted that the alkyl group is further defined 
as containing not more than 6 carbon atoms. This teaching 
when taken with the primary references would render the 
monosubstituted derivatives obvious to one of ordinary 
skill in the art. 

The affidavits submitted by applicants (Paper No. 10) 
to show superiority of properties of the claimed com- 
pounds have not been persuasive of patentability, nor have 
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the decisions in In re Lambody, 133 USPQ 270; and In re 
Petering et al, 133 USPQ 275. The instant situation is 
one which is deemed to fall within the rule set forth in In 
re Szumski, 133 USPQ 551 and In re Prindle et al, 132 
USPQ 282 which hold that: 


“‘Where the change over the prior art is obvious * * * 
35 U.S.C. 103 prohibits the grant of a patent. The 
mere fact that the results attained may be unex- 
pectedly good is not controlling.”? In re Szumski. 


* * * * °* * 
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U. S. DEPARTMENT OF COMMERCE 
PATENT OFFICE 
WASHINGTON 


In xe application of 

Walter Schindler et al. Appeal No. 34-57 
Ser.No. 857,27), Before the Board of Appeals 
Filed December h, 1959 


For NEW N-HETEROCYCLIC 
COMPOUNDS 


Pao 


Wenderoth, Lind & Ponack, for Appellants JAit 2 7 1083 | 


(Pan Felon 
Div 
Examiner's Answer 
——(Qn Remand) 


The reply brief of November 13, 1962, affidavit 
of November 16, 1962, and smendment of January 1h, 1963, 
have been carefully considered and the points raised are 
G@iscussed blow. 

The amendment cancelling claim 1 has been entered 
since it reduces the issues on appeal. This amendment 
renders moot the rejection of claim 1 as being drawn to a 
class of canpounds which lacks support in the specification 
as"filed. This rejection is discussed at pages 7-9 of the | 
Examiner's Answer. In addition, this removes the. rejection 
of claim 2 on art bat does not affect the rejection of the 
remainder of the claims. 

In respect to the remarks of the reply brief 
in regard to the paragraph bridging pages 9 and 10 of the 
Examiner's Answer, the Examiner concurrs in applicants* 


remarks to the extent that on reconsideration this paragraph 


is deemed to be misdiscriptive of the process disclosed 
herein. This paragraph should be withdrawn from the Examiner's 


Answer. The Examiner does not, however, conourr in the 


Ser No. 857,27) 


remarks of the reply brief to the extent that they 
continue and draw the conclusion that the claimed compounds 


are rendered patentable. The process disclosed at page 
3 of the reply brief when taken with the teaching of the 
Australian patent which teaches the. concept of both the 
monosubstituted and disubstituted iminodibenzyl 
intermediates would render it obvious to one of ordinary 
skill in the art to prepare the monosubstituted canpounds 
by proper selection of the intermediates. That is to say 
that it would be obvious to one of ordinary skill in the 
art ‘desiring the monosubstituted iminodibenzyl to react 
ortho-nitro toluene with the substituted ortho-nitro 
toluene to form the desired intermediate. This reaction 
would proceed as follows: 


-(Ho) 


a 3 Z — CG, } 
| For the above reasons, applicants! arguments that the 
_ Australian patent cannot be construed as teaching the 


| concept of the monosubstituted compounds is not deemed 


persuasive. 


Ser No. 857,27h 


In respect to the affidavit presented, it is 


noted that this is not deemed to be persuasive in 
overcoming the rejections set forth. The arguments are 
essentially those which were presented during the | 
prosecution and are deemed to be adequately answered by 
the Examiner's Answer. The rejections are deemed sound 


a_nd should be affirmed. | 
Respectfully submi tted, 


fees 
fla forr 


Atty: Wenderoth, Lind & Ponack 
Washington Loan & -Trust Bldg. 
Washington 4, D. C. 
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1 CLAIMS GENERIC DISCLOSURE 
| 


[APPLICATION IN SUIT 
H CIVIL ACTION No 3068-63) SCHINDLER etal 


3-Chloro- 5- Cedimethyl Iminodibensyl 
amino ~ propyl)-iminodibenayl Derivatives 


Xis a halogen atom 


alkylene is an alkylene 
radical with 2-6 carbon atoms 


AM is a low molecular 
dialkylamino radical or an 
alkyleneimino radical with 5-6 
ring members (pyrrolidino o 
piperidino radical) 


AUSTRALIAN PATENT | 
eae NO.215335 


3 4 ae 
EXAMPLE 2 GENERIC DISCLOSURE ¢ 
13 7-Dichloro-5 (v-dimethyl Iminodibenayl | 


: amino-propy |) -iminodibengyl Derivatives 


CH— CH ) 
Ni | 


LN 
A-N piperazine N-Q 
NSS /) 


and may be selected from 
hydrogen, halogen, lower al ky! 


A may be a saturated straig 
divalent hydrocarbon groupie 
with 4-6 carbon atoms will 


Ris hydrogen, lower alkyl, 7 
aryl or araliphatic group | 
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improving the prospect of a com remission. 
Ths compounds are at « opty gainst 


SIDE REACTIONS 

ae reactions ma we ee (1) nor- 
mal responses, i.e., those due to hysiologic 
and neurologic action of the drug ae (2) al- 
lergic reactions due to hypersensitivity to the 


Rauwolfia 

1. Normal reactions: same as with phenothi- 
azine derivatives plus nasal congestion and diar- 
thea. 

2. Hypersensitivity reactions: rare skin rash. 


Depressive Psychoses 
METHOD OF LEO ALEXANDER, M.D. Boston State Hospital ond Tujts 
University Medical School, Boston, Massachusetts ! 


be 20 stormy as to the type of 
more 


Botorer sock more tet 


Pernicious Vomiting of Pregnancy—<ontinued 591 


peremesis gravidarum may be insidious and 
may xot Beene until the patient is in 
an alarming state, both psychologically and 
physiologically. 

Specific treatment to the eti of this 
sympcom-complex is much to be desired, but as 
yet it is not possible. Although there is evidence 
which implicates psychogenic, nutritional and 
endocrine co ‘as causative factors, mk com- 

ely satisfactory therapeutic agent 
sey oer ed. A batt TF modalities are eh 


Agents 
Antihistamines. waxcuamise. (1) Direct inhi- 
bition of emetic trigger zone in pons and medul- 


la, (2) depression of the normal labyrinthine re- 
flex, (3) both (1) and (2). 

tyres. (1) Dramamine (dimenhydrinate), 
(2). Bonamine (meclizine), (3) buclizine, (4) 
Marezine (cyclizine). Available as tablets, 
chewing and troches. 

posacz. One tablet (25 mg. or 50 mg.) each 
morning and each night. 

EFFects. Drowsiness (can be counter- 
acted by Dexedrine [dextroamphetamine] 1 tab- 
let [5 mg] each morning). 

Vitamins. »ECcHANISM. To correct 
ficiencies. (1) Pyridoxine (vitamin 
LM. or ee . (2) Thiamine Hi 

y- 


ible de- 
) 100 m 


Hi . 
peactinl we is the floding of acktoos tn, the 
Nothing by mouth neces fos chi ) 
mouth exept ice chips 


brain, relieve anxiety 
Types. (1) Thorazine ( 

Compazine ( 

(promazine), (4) Vesprin 


)» (2) 
» (3) Sparine 
(triflupromazine). 


12 Dysentery, Bacillary—continued 


an ee Nee 
en), at ground and unground, 
started. Fish may be added at a later period. 


MEDICINAL TREATMENT 

Palliative. Analgesics. (1) ted. tinc- 
ture of opium (paregoric) 4 to 8 ce. (1 to 2 
drams) p.rn. every one to two hours for ab- 
dominal cramps, diarrhea or tenesmus. 

(2) Tincture of opium 0.6 to 1.2 cc. (10 to 20 
minims) every one to four hours if 
are more severe or if patient cannot take pare- 


(3) Opium powder 32 mg. (4% grain) every 
tincture 


in 32 rag. (% grain) 
) i fate 
ters atropine sul 


useful. 
(2) A eres erie 
to ;"grain) “every one to four hours 
may be better tleratad 
(3) Other anti 


, Pro- i mg. or 
mg. Dac and 5 mg. Ppt) at a 


Tetanus—continued 


Elimination of the Distributing Focus of the Exo- 
toxin. Once clinical tetanus is present, wound 
management should be directed toward the 
elimination of the site at which the microorgan- 
isms are multiplying and producing toxin. When 
a wound of entry can be iden’ it should be 

or, if compatible with anatomic consid- 
erations, it should be excised. It is obligatory 
that all foreign bodies and necrotic or grossly 
infected tissue be removed. The wound should 


penicillin oxytetracycline (Terramycin) 
will prevent multiplication of the mi 
isms; for this reason, one or both of these anti- 


ven, the patient 
reece sore 


tive 


| u 
E 


BE 
ge 
fa 


treme gentleness. Agents for sedation and n 

cle relaxation have a definite place in the man 
agement of tetanus. The aim of therapy wit] 
Erconkcemagsehod nop opationt relanet oe 
to prevent or diminish muscular withou} 
rating AStinienconscions and without abolishing 
his pharyngeal and cough reflexes. A variety 0 
pst Sa race ae Phenobarbitz 
is as effective as any. It may be used in dose; 


ranging from 50 to 250 mg. (% to 4 grains) fo 
‘adalts ss for children) § 


(proportionately less for children) giver 
SS ee Se 
and the frequency of administration have to b 
ted on the basis of individual 
Phenobarbital may be given by any of the 

of administrai the ch 


esponse 


tient can swallow, upon the d 
intramuscular or intravenous in 


Reactions to Drugs 


sema. Inhalation of Isuprel solution 1:200 or 
i ine solution 1:100 aerosolized by four 


has been administered subcutaneously, 
nephrine (1:1000) 0.1 to 03 is inj 
i Se 


gent such as hydro- 
20 to 50 mg. Phenergan diphen- 
hydrochloriie (20 50 mg. Bena: 


iH es Py 
Ww at te 


7 


% + 


fs 


ae 


4 


506 


juries which result from traffic or industrial ac- 
cidents, and war. Individual 


picious symptoms is present. 
GENERAL THERAPEUTIC MEASURES 

It is important to get the epileptic and the 
community to accept this disease as being one 
not unlike diabetes or tuberculosis. If this is ac- 
complished, a great gain will have been made in 
the general management of epilepsy. One treats 
the epileptic as a whole. In those few cases with 
cerebral complications such as tumors, infec- 
tions, etc., to alleviate these conditions 


ty 


; 
F 


Hee 


Epilepsy in Adults—continued 


ing, as are the other restrictive techniques 
have been senpued to these patients 
families, fri and well meaning physicians. 


ic drugs which have lit 
erally flooded ket. Even these are rela. 
ively few in number compared with the me 
dicinals that are being imcuted with b 


Some of the more common medicinals include 
Dilantin Sodium, phenobarbital, Mesantoin, 
Tridione, Paradione, Mebaral, Mysoline, ' Di- 
amox, Gemonil, Celontin, Milontin, Phenurone,| 
P and Mebaroin. 

t may be said that the attainment of the ideal 
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Opinion. 


This action came on for trial February 16, 1965. After 
reviewing the evidence presented, and considering the 
briefs the parties were accorded an opportunity to file, 
the Court has found for the defendant, and against the 
plaintiffs, and will order that the Complaint be dismissed. 

In accordance with Rule 52(a), Federal Rules of Civil 
Procedure, the Court states its Findings of Fact and Con- 
clusions of Law separately as follows: 


Finpines or Facr 


1. This is an action brought under Section 145 of Title 
35, United States Code, in which plaintiffs Walter Schind- 
ler and Henri Dietrich, as applicants of application for 
patent Serial No. 857,274, filed December 4, 1959, entitled 
‘‘New N-Heterocyclic Compounds’’, seek by their com- 
plaint a judgment from the Court authorizing the defend- 
ant, the Commissioner of Patents, to grant plaintiffs a 
patent. 


2. Plaintiffs withdrew claims 4, 6, 7, 11, 16 and 17 at 
the trial. Hence, the suit must be dismissed as to these 
claims. 


3. The sole claim in issue is claim 8. 


4. The specification of the application in suit describes 
a class of 3-substituted iminodibenzyl and iminostibene 
derivatives, which have pharmacological properties, speci- 
fied as anti-allergic, sedative, spasmolytic, serotonin an- 
tagonistic, anti-emetic, adrenolytic, capable of restricting 
saliva secretions caused by pilocarpine, for the treatment 
of allergic rhinitis, potentiators of other pharmaceuticals 
such as anesthesia, and useful in the treatment of certain 
forms of mental disorders, in particular depressions. The 
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compounds are prepared by five alternative processes, but 


in each process the starting material is a 3-substituted- 
iminodibenzyl or iminostilbene or derivatives thereof. 


9. Claim 8 at issue is directed to a single specific com- 
pound within the described class, namely, 3-chloro-5-(7- 
dimethylamino-propyl)-iminodibenzyl. 


6. The prior art relied upon by defendant in support 
of the holding of unpatentability of the Patent Office Board 
of Appeals is as follows: 


(a) A United States patent to Schindler et al., No. 
- 2,813,857, disclosing a class of dihalogenated iminodibenzyl 
derivatives, having utility in pharmacology because of their 
anti-allergie and sedative properties, and useful also for 
the treatment of certain forms of mental disorders. Ex- 
ample 2 in the patent shows the preparation of 3,7-di- 
chloro-5-(7-dimethylamino-propy])-iminodibenzyl, formed 
by employing 3,7-dichloro-iminodibenzyl ‘as a starting 
material. 


(b) The Australian patent No. 215,335 disclosing a class 
of iminodibenzy] derivatives which may be unsubstituted, 
monohalogen substituted, or dihalogen substituted in the 
iminodibenzyl nucleus. The compounds are described as 
possessing interesting pharmacodynamic properties as 
anti-emetics, anti-shock agents, anti-histaminics, spasmoly- 
ties, anti-epeliptics, and as potentiators of anesthetics and 


analgesics. 


7. The compounds of claim 8 in suit, Schindler et al. 
and the Australian patent are structurally closely related. 


8. The application at bar, as well as the patent to 
Schindler et al. and the Australian patents, disclose closely 
related as well as overlapping pharmacological properties 
for the classes of compounds disclosed therein. 
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9. The evidence does not prove that there was anything 
unobvious in preparing the monochlorinated iminodibenzyl 
starting material employed in the preparation of the com- 
pound of claim 8. 


10. The evidence of comparative tests relating to anti- 
depressant activity of the compound of claim 8 and that 
of Example 2 of the Schindler et al. patent is of no legal 
significance, since it is based on an advantage or property 
for the claimed compound, which is undisclosed in the 
application as filed. Nowhere does the original description 
state that the claimed compound has anti-depressive 
properties. 


11. It would have been obvious to one of ordinary skill 
in the art to eliminate the 7-chloro substituent from the 
3,7-dichloro-5-(7-dimethyl amino-propyl) iminodibenzyl 
compound disclosed by Schindler et al., in view of the 
disclosure of corresponding iminodibenzyl derivatives in 
the Australian patent wherein those derivatives may be 
unsubstituted, monohalogen substituted, or dihalogen sub- 
stituted in the iminodibenzyl nucleus, and in view of the 
closely related as well as overlapping pharmacological 
properties disclosed in the two patents. 


12. The  3-chloro-5-(7-dimethylamino-propy])-iminodi- 
benzyl compound recited in claim 8 in suit would have 
been obvious to one of ordinary skill in the art at the time 
plaintiffs filed their application from the combined teach- 
ings of Schindler et al: and the Australian patent. 


Conciusions or Law 


1. An applicant is not entitled to patent protection 
where he did nothing more than combine teachings avail- 
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able in the art in a manner which would have occurred to 
one skilled in the art at the time the patent application 
was filed in the Patent Office. 


2. Patentability because of unobviousness cannot be 
based on evidence of an unexpected property in a claimed 
compound where the application when filed did not ex- 
pressly disclose that unexpected property for that specific 
compound. 


3. Plaintiffs are not entitled to a patent containing 
claim 8 of application Serial No. 857,274. 


4. The Complaint should be dismissed as to claims 4, 
6, 7, 8, 11, 16, and 17. 


Dated: June 23, 1965. 


JoszpH R. Jackson, 
United States District Judge. 
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Crvm. Docket 


Untrep States Disrricr Courr ror THE District OF 


Date 
1965 
Aug. 23 


Aug. 23 
Sept. 10 


Sept. 10 
Sept. 13 


Sept. 28 


Sept. 28 


1966 
Apr. 271 


CoLUMBIA 
Proceedings 


Notice of appeal by plaintiff from order 
6/23/65; deposit $5.00 by Smith. (copy 
mailed to C. W. Moore). filed 

Exhibits #1, 2 and 3 by defendant. filed 

Transcript of proceedings 2/16/65, pages 153. 
(Reported by Jack Maher) (Plaintifts 
copy) filed 

Exhibits 1 thru 6, 6A and 7 of plaintiffs. filed 

Cost bond on appeal of plaintiffs in amount 
of $250.00 with United States Fidelity and 
Guaranty approved and filed. Sirica, J. 

Record on Appeal delivered to United States 
Court of Appeals; deposit by William A. 
Smith, Jr. 80¢ 

Receipt from United States Court of Appeals 
for original papers. filed 
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dence described in this order and supple- 
ment the record with new findings of fact 
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larged record to USCA. filed 


(149) 


150 
Proceedings 


Receipt from United States Court of Appeals 
original record of United States District 
Court, including transcript and one en- 
velope of exhibits. filed 

Request of pltfis. for leave to adduce addi- 
tional evidence; service acknowledged 9-30- 
66. filed 

Stipulation of parties for continuance to Dec. 
7, 1966. filed 

Appearance of William A. Smith, Jr., as 
attorney for pltfs. filed 


Trial brief by pltfs; c/s 1/6/67. filed 


Hearing on remand begun; respited until 
Jan. 12,1967. (Rep: G. Nevitt) Holtzoff, 
J. 

Hearing on remand resumed and concluded; 
finding for plaintiffs vs defendant. (Find- 
ings of Fact, and Conclusions of Law and 
Judgment to be presented) (Rep: G. 
Nevitt) Holtzoff, J. 

Memorandum of deft re: proposed findings 
of Pltffs, and additional findings of fact 
proposed by the deft. c/m 2/2/67. filed 

Findings of Fact and Conclusions of Law. 
(N) Holtzoff, J. 

Order declaring plaintiffs entitled to receive 
patent for invention defined in Claim 8 of 
patent application 857,274 and authorizing 
defendant to issue said patent; costs to be 
assessed against plaintiffs. (N) Holtzoff, 
J. 
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Proceedings 


Defendants exhibits #4,5 &6. filed 

Plaintiffs exhibits #8, 9, 10, 11, 12, 18a, 18 
and 14. filed 

Supplemental record on remand delivered to 
USCA; deposit by William A. Smith, Jr. 
of 50¢. 

Receipt from USCA for supplemental record 
on remand and return of original record. 
filed 

Transcript of proceedings: Jan. 11 and 12, 
1967 ; pages 1-159 (Rep: G. Nevitt—Court’s 
Copy) filed 

Stipulation as to supplemental record. fled 

Supplemental record delivered to USCA; de- 
posit of 50¢ by William A. Smith. 

Receipt from USCA for Supplemental Ree- 
ord. filed 

Stipulation of counsel as to supplemental 
record. filed 

Transcript of proceedings, 2/8/67 (Rep: 
Doyne Spencer) (Clerk’s copy) filed 

Supplemental Record on Appeal delivered to 
USCA; deposit of 50¢ by William A. Smith, 
Jr. 

Receipt from USCA for Supplemental Ree 
ord. filed 

Certified copy of judgment of U. S. Court éf 
Appeals, Denying motion to dismiss appeal; 
vacating judgment; and remanding to the 
District Court. (AC/N) filed 


Date 
1967 


152 


Proceedings 


_ JSune20 Judgment declaring plaintiffs entitled to re- 


ceive patent for invention defined in Claim 
8 and authorizing defendant to issue such 
patent; costs assessed against plaintiffs. 
(N) Holtzoff, J. 

Notice of appeal by deft from Order of 
6/20/67 ; copy mailed to William A. Smith, 
Jr. filed 

Stipulation as to record on appeal. filed 

Return from USCA Original Record ; original 
supplemental record containing reporters 
transcripts, and original exhibits. filed 

Stipulation withdrawing stipulation filed 
9/11/67 and directing the Clerk to transmit 
the entire record to the United States Court 


of Appeals. filed 

Record on Appeal delivered to USCA: 
(Clerk’s Fee $1.55) (U. S. Govt—No 
Charge) 

Receipt from USCA for Original Papers. 
filed 


TRANSCRIPT oF PRocEEDINGS—January 11 and 12, 1967 


[45] The Covrr: I will let you do that in your closing 
argument. 

Mr. Anmore: Thank you, Your Honor. 

The Courr: Gentlemen, we are going to take our 
usual mid-morning recess, but before we do that I 
want to call the attention of all counsel to two cases 
that I decided some years ago involving medical 
patents. Isenstead v. Watson, 157 F.Supp. page 7 
at page 9, and Commonwealth Engineering Oo. v. Ladd, 
199 F. Supp. page 51 at page 54. Those two set forth 
some ideas that I have about medical patents. 

We will take our usual mid-morning recess at this 
time. 

(Recess.) 


The Court: You may proceed, gentlemen. 

Mr. Scunemer: Your Honor, the first witness ato 
plaintiff will present is Dr. Daniel A. Prins. 

Dr. Prins testified in the former trial. He was cual 
fied there as a medicinal chemist. 

The Court: I do suggest that you needn’t have him 
repeat what he has already testified to. 

Mr. Scunemer: Yes, sir, I will not. 


Dr. Prins, please. 


154 
Daniel A. Prins—Direct 
| [46] Danzex A. Pruvs called as witness by Plaintiffs, 


having duly sworn, was examined and testified as 
follows: 


DIRECT EXAMINATION 


By Mr. ScHNEIDER: 


Q. Will you please state your full name. 

A. My full name is Daniel A. Prins. 

Q. Are you the same Dr. Prins who testified in the 
earlier trial of this action ? 

A. Yes, I am. 


Mr. ScunEwer: Your Honor, may we dispense with 
the qualifications of the witness? 


The Court: Of course. There is no use repeating 
them. 


Q. Dr. Prins, the Patent Examiner and the Board of 
Appeals have rejected the claim at issue in this case 
as being obvious over the Schindler patent, No. 
_ 2,813,857, in view of Australian patent 215,335. We 
will apply ourselves to that question. 

May I first ask you, in the course of your profes- 
' sional duties as a pharmaceutical chemist have you 
had occasion to study professional literature? 

A. Yes, indeed. 


[47] The Court: He is qualified. 
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By Mr. ScHNEDER: 


Q. Dr. Prins, the Examiner has used the word ob- 
vious to describe the relationship of the present inven- 
tion to the prior patents. What does obvious mean to 
you? 

A. Obvious—— 


The Court: No, the Court decides that, what is ob- 
vious. I think you better omit those preliminaries. 
Obvious means that a person reasonably skilled in the 
art can arrive at the result by the use of his mechanical 
skill without having to use any inventive faculty. That 
has been held many, many times. 


Q. Can you tell us what qualities of professional 
literature you would consider as bearing on the question 


of the obviousness of a disclosure in that literature? 


The Court: You mean this particular disclosure? 

Mr. ScHnewer: I am talking about general proper- 
ties now, Your Honor. 

The Court: No, the Court decides that. There is a 
recent decision of the Court of Customs and Patent 
Appeals in which Judge Rich made some very sig- 
nificant remarks. He said the way to determine whether 
a matter is obvious is as though you were taking the 
prior art and putting it up on the [48] blackboard in 
front of the inventor and he was working on the sub- 
ject; would that prior art posted before his eyes as 
he was working on the subject make the result that he 
achieved obvious. 

So I think that is not a matter of opinion. It may be 
a matter of opinion whether in the particular instance 
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the result is obvious, but what constitutes obviousness 
is not a matter of opinion of a witness. 

Mr. ScHNEwER: May I have Defendant’s Exhibit 
1-A, a copy of the Schindler patent. 

The Court: Do you have another copy? I have to 
have it before me if you are going to question the wit- 
ness concerning it. 

Mr. ScHNEwER: Yes, sir. 


By Mr. ScHNEDERE: 


Q. Dr. Prins, I hand you a copy of the Schindler et 
al patent which is of record in this case. Are you 
familiar with this patent? 

A. Yes. 


The Court: I assume he is. I think we can omit the 
preliminaries. 


Q. How would you characterize the scope of the dis- 
closure in that patent? 

[49] A. The scope I would characterize as being 
rather narrow. 

Q. Have you attempted to calculate the total number 
of compounds which would be embraced within the 
disclosures of that patent, Dr. Prins? 

A. Yes, I have. 

Q. And roughly how many would that be? 

A. The total number of species in this patent would 
roughly be about 145,000. 


The Court: 145,000? 
The Witness: ‘That is right, Your Honor. 
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By Mr. Scunemer: 


Q. Does the Schindler et al patent indicate a pref- 
erence for any particular group within that rather 
large number? 

A. Yes, it does. 

Q. And what preference is that? 

A. The preference expressed in the Schindler patent 
is a preference for chloro as a substituent of the com- 
pounds given in that patent. 


The Court: A preference for chloro? 
The Wrrness: For chloro being a substituent on the 
nucleus of the compounds of that patent. 


[50] By Mr. Scunemer: 


Q. Is there any indication of preference for the num- 
ber or the amount of chlorine in the nucleus? 

A. Yes, it is mandatory to be two chlorine atoms on 
the nucleus. 

Q. Dr. Prins, I now show you the Australian patent, 
which is Defendant’s Exhibit 1-B. Are you familiar 
with this patent? 

A. Yes, I am. 

Q. How would you classify the scope of its disclosure, 
Dr. Prins? 

A. The scope of the disclosure is tremendously broad. 

Q. Have you attempted to caleulate the number of 
possible compounds falling within the disclosure of the 
Australian patent? 

A. Yes, indeed I have. 

Q. Considering now Formula 1 of the Australian 
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patent, we note that this has an iminodibenzyl nucleus 
and a tail. If we confine our attention only to the 
nucleus, what values can the substituents Y and Y 
sub 1 have? 

A. The values for the substituents that are defined 
as Y and Y sub 1 are defined in columns 1 and 2 of the 
Australian patent. They can be either hydrogen atoms 
or halogen [51] atoms, they can be lower alkyl groups, 
they can be lower alkoxy groups, and they can be aryl 
and aryloxy groups, and it is further defined that they 
can have these various values accorded to them at the 
same time and thereby be identical or they can be 
different. 


Q. How many different halogen atoms are there, 


different types? 

A. There are four halogens known to chemistry. 

Q. And how many different lower alkyl groups are 
there ? 

A. In order to determine that, of course, you have 
to know what lower alkyl means. 

The Australian patent has given a subsidiary defini- 
tion for the term lower alkyl in column 2 by stating 
that lower alkyl and lower alkoxy mean an alkyl or an 
alkoxy group containing not more that 6 carbon atoms. 

Q. And assuming that that is what lower alkyl 
means, how many lower alkyl groups are there? 

A. In that case you arrive at 33 meanings which can 
be accorded to the term lower alkyl. 

Q. And lower alkoxy, how many ? 

A. The same number, namely, 33 meanings. 

Q. And what about aryl and aryloxy ? 
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[52] A. Aryl and aryloxy are not finite as presented 
in this patent; in other words, there is an indefinite 
number. 

Q. Are these substituents to be in one single position 
on the nucleus? 

A. No, they can be in all the positions, namely, from 
1 to 8, as numbered in the iminodibenzyl nucleus on 
one of the charts there. That is to say, they can be in 
8 different positions. 

Q. Now drawing all these things together, Dr. Prins, 
what is the total number of different substituted nuclei 
or unsubstituted nuclei comprehended within the scope 
of the Australian patent? Have you calculated that? 

A. The whole patent ? 

Q. Just in the nucleus. 

A. The nucleus comprises about 40,000 species. 

Q. Now turning our attention to the side chain or 
tail, what values are assigned to the symbol A as shown 
in Formula 1 of the Australian patent? 

A. It is stated that A represents a saturated straight 
or branched divalent hydrocarbon group containing 
from 1 to 6 carbon atoms. 

Q. Does this include any inoperative species? 

A. Yes, it does. 

[53] Q. Which one is that, or ones? 

A. Of the species, those in which A has one carbon 
between the two adjacent nitrogens, those species for 
A are inoperative. 

Q. How many operative meanings can A have? 

A. The number of operative meanings is 103. 

Q. In the formula of the Australian patent what 
values are assigned to R? 


160 
Damiel A. Prins—Direct 


A. According to the definition in the Australian 
patent, R represents a hydrogen atom or a lower alkyl, 
aryl or araliphatic group. 

Q. And how many meanings could this embrace ? 

A. Here we have the same problem. Hydrogen is 
finite and defined. Lower alkyl has been defined as con- 
taining from 1 to 6 carbon atoms. But the meaning of 
aryl and araliphatic has no finite meaning. 

Q. If you exclude those indefinite terms, how many 
possible variations are there? 

A. Well, there is hydrogen that is specific, one. 
Lower alkyl, from 1 to 6. We had 33. That makes a 
total of 34 meanings for A. 

Q. Are there any other possible variations in the 
Australian formula ? 

[54] A. Yes; there is another clause occurring in 
column 2 of the Australian disclosure and it says that 
one or more of the carbon atoms of the piperazine ring 
may carry a substituent in the form of a methyl group. 

Q. How many methyl groups may be put into the 
piperazine ring ? 

A. Eight. 

Q. Do you consider this to be a practical possibility ? 

A. It may be possible, but not practical. One would 
start with a monomethyl. 

Q. What would you consider to be a practical limita- 
tion as to the amount of methyl groups in the ring ? 

A. One, at most two, I would say. 

Q. Well, assuming that there were two methyl 
groups in the piperazine ring, how many different 
types of tails are embraced within the broad disclosure 
of the Australian patent? 
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A. Roughly 24,500. 

Q. Well, I believe you said there were roughly 40,000 
different nuclei and now 24,000 different tails. How 
many different total combinations would this amount 
to? 

A. That would give you roughly one billion com- 

pounds which all have a piperazine tail. 
[55] Q. And if one were to substitute the piperazine 
ring entirely to the maximum extent contemplated by 
the Australian patent, how many combinations would 
there be? 

A. Well, far in excess of six billion. 

Q. Six billion? 

A. Six thousand million. 

Q. Dr. Prins, would this vast number of compounds 
include compounds containing one chlorine atom on 
the three carbon atom of the nucleus? 

A. Yes. 

Q. Would it also include compounds having no chio- 
rine atom on the nucleus? 

A. Yes. 

Q. Would it include compounds having two chlorine 
atoms on the nucleus ? 

A. Yes. 

Q. Is there any preference expressed in the Austra- 
lian patent for one type of substituent over the other? 

A. None whatsoever. 

Q. What, Dr. Prins, would be the most reasonable 
result of combining the teachings of the Schindler et 
al patent and the Australian patent? 

A. The Schindler et al patent stresses dihalogen and 
[56] specifically dichloro iminodibenzy] nucleus. 
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By Mr. SconEmeER: 


Q. Dr. Prins, I show you now Plaintiffs’ Exhibit 9 
for identification. Can you tell us what this is? 
A. This shows the structural’ formula of a compound, 
_ chemical compound, which is obtained when you put 
the tail of the Australian patent on the nucleus of the 
application. 
Q. By the nucleus of the application you mean the 
_ single chloro nucleus which is present in the compound 
now claimed, is that correct? 
[59] A. That is correct. 


The Court: Now as I understand it, the word nu- 
| eleus you use as covering the three octagons? 

Mr. ScHNEDER: The three rings, sir, is the nucleus. 

The Court: The three octagons? 

Mr. ScHNEWER: That (indicating). 

The Court: These are octagons, aren’t they? 

The Court: No, sir, they are two hexagons. 

The Court: Hexagons. I’m sorry. 


By Mr. ScHNEWER: 


Q. Have you made this compound shown in Plain- 
tiffs’? Exhibit 9, Dr. Prins? 

A. Yes, I have. 

Q. Has it been screened for anti-depressant activity ? 

A. It has beer screened for anti-depressant activity. 

Q. And what was the result? 

A. The result was that the property was found not 
anti-depressant. 

Q. What was it? 
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A. The property that was found for this compound 
was a slight activity as an anti-emetic. 


The Covrr: May I inquire was this brought out at 
[60] the prior trial or is this something new? 


Mr. ScHNEWER: This is new, sir. 


By Mr. ScHNEWER: 


Q. You testified that this compound had properties 
as an anti-emetic. Is there any relationship between 
anti-emetic properties on the one hand and anti-depres- 
sant properties on the other? 


The Court: What is the first? 
Mr. ScHNEDER: Anti-emetic, e-m-e-t-i-c. 


The Court: What is that word? 

Mr. Scunewer: Contra vomiting, against vomiting, 
suppressing vomiting. 

I asked Dr. Prins to compare —— 

The Court: What is the other term? 

Mr. ScHNEDmER: Anti-depressant and enteeeneeell 

The Court: What does anti-emetic mean? 

Mr. ScHNEweER: It means inhibiting or suppressing 
the tendency to vomit. 


Q. Is that correct? 

A. That is correct. 

Q. How is this anti-emetic property related, or is it 
related in any way to anti-depressant properties? _ 

A. No, I would say on the contrary it is not related 
[61] to anti-depressant property, not indicative of it. 

Q. Does it have a contra-indication ? 
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A. I beg your pardon? 
Q. Does it have a contrary indication ? 
A. When in the screen you find anti-emetic property 
| you would not think of possible anti-depressive or anti- 
depressant activity of that compound, but, rather, of 
tranquilizing activity for that compound. 

Q. Dr. Prins, considering now the total picture that 
| we have taken so far, would it have been obvious, in 
your opinion, to select the particular compound here 
claimed from the vast number of possible combinations 
of the Australian and Schindler et al patents? 

A. No, it would not have been obvious. 


The Court: I want to make sure that I draw the 
proper inference. 

Is it your contention that the two prior art dis- 
| elosures comprise so many ramifications that the selec- 
tion of any one would require the use of inventive 
faculty rather than just obviousness? 

Mr. Scunemer: Yes, sir, that is part of our case. 

The Court: But I mean on this testimony is that 

the inference you seek to draw? 
[62] Mr. Scunemer: Exactly, sir. And also, of 
' eourse, that the most natural thing when you put to- 
gether these two disclosures is to get a compound which 
has no activity. 


By Mr. ScHNEWER: 


Q. Dr. Prins, I show you a copy of United States 
Patent 2,554,736, Plaintiffs’ Exhibit 10 for identifica- 
tion. ; : 
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The Courr: Mr. Armore, are you relying on this 
patent? 

Mr. Anmore: The defendant is additionally roving 
on this patent as a second—— 

The Courr: This is the additional patent? 

Mr. Armore: That is correct, Your Honor, and I 
had intended to introduce it. 

The Covurr: Are you relying on this as prior art < or 
as an anticipation? 

Mr. Armore: As prior art. 

The Count: Very well. That was not cited by the 
Examiner ? 

Mr. Armore: That was not, Your Honor. This i is a 
second ground of rejection in the case. 

The Court: I say, it was not cited by the Examiner? 

Mr. Anmore: It was not cited by the Examiner and 
it will be a second ground of rejection. 
[63] The Court: What is the second ground for re- 
jection? 

Mr. Armore: That the claimed compound is ee 
entable over the compound disclosed in this patent. 

The Court: Unpatentable because of obviousness or 
because of anticipation? 

Mr. Armore: Because of obviousness. 

The Court: Well, that is not another ground of re- 
jection. That is just additional evidence of obviousness. 
Very well. | 


By Mr. ScHNEDER: 


Q. Dr. Prins, are you familiar with this patent? 
A. Yes, I am. 
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Q. Dr. Prins, I show you a chart, Plaintiffs’ Exhibit 
11 for identification. Will you tell us what is disclosed 
on this chart? 

A. This chart gives the structural formula of a com- 
pound known as imipramine. 

Q. Do you find this compound which is disclosed in 
Plaintiffs’ Exhibit disclosed in Patent No. 2,554,736? 

A. Yes, it is there disclosed. 

Q. Where do you find that disclosure, Dr. Prins? 

A. The disclosure can be found in column 3 of that 
patent in lines 43, 44 and 45. 

[64] Q. What specific information is given there, Dr. 
Prins? 

A. The information stated here is the chemical name 
of the compound, its boiling point, and the melting 
point of a derivative called chlorohydrate of it, a salt. 

Q. Is the compound specifically named in any of the 
claims ? 

A. It is not specifically claimed in any of the claims. 

Q. How many other compounds are included within 
the general disclosure in the patent, approximately ? 

A. Roughly about 1,000. 

Q. Is there any indication in the patent of a com- 
pound having a substituted nucleus? 

A. Oh, no, there is not. 

Q. If one were to desire a substituted nucleus, Dr. 
Prins, can you give us any idea of the number of choices 
he would have for making the substitution? 

A. Well, the number would be practically limitless 
because you would have to make your choice first what 
you wanted to substitute. 
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Q. Is there any suggestion in the patent, Dr. Prins, 
that a compound with one chlorine atom in the 3 posi- 
tion might have interesting properties? 
[65] A. Not in this patent. 

Q. Is there anything in the patent which would lead 
one to substitute a single chlorine atom in the 3 position 
rather than two chlorine atoms in the 3 and 7 poses a 

A. No. 

Q. Is there anything in the patent which would indi- 
eate that any of the compounds disclosed therein would 
be useful in the treatment of mental depression? 

A. No, there is no such indication. 

Q. As a matter of fact, Dr. Prins, do you know 
whether the compound shown in Plaintiffs’ Exhibit 11, 
the chart, is in fact used in the treatment of mental 
depression ? 

A. Are you referring to the compound known : 
imipramine ? 
Q. I am. 

A. That indeed is used in the treatment of mental 
depression. 


The Court: It is used? 
The Witness: It is used, yes, Your Honor. 


By Mr. ScHNEDER: 


Q. In bringing a new compound into use as a thera- 
peutic agent for use on human beings, Dr. Prins, are 
there initial sereening tests applied? 
[66] A. Oh, yes. 

Q. On— 
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A. On animals before you go into man. I mean you 
couldn’t do it any other way. 
Q. Are there tests which are regularly performed on 
animals for us as a guide in determining whether a 
' new compound might have anti-depressant properties 
with regard to human beings? 
A. There are some such tests, yes. 
Q. Dr. Prins, I show you Plaintiffs’ Exhibit 12 for 
| identification. Can you tell us what this is? 
A. Exhibit 12 is a table giving in the lefthand column 
| eertain biological activities and in the columns 2 and 
3 to the righthand side an evaluation of those prop- 
| erties, biological properties, for two compounds at the 
head of those columns, namely, the two chloro imipra- 
mine and the no chloro imipramine. 


The Court: Then in the last column, that is the 
compound of the application, is that right? 

Mr. ScHNEDER: No, sir, neither of these compounds 
in the compound of the application. The dichlorimi- 
pramine is the two chlorine compound of the prior art 
and the imipramine is the no chlorine compound of the 
prior art. 


By Mr. ScHNEIDER: 


Q. Dr. Prins, I understand that the properties which 
, [67] are listed under the heading Activity in this chart, 
which is Plaintiffs’ Exhibit 12 for identification, are 
indicative of probable anti-depressant activity, is that 
correct ? 
A. That is correct. 
Q. And the numbers—— 
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The Count: Suppose you get those properties trans- 
lated into ordinary English. 

Mr. ScHNEDER: Well, yes, sir, we will try. It’s dif- 
ficult. 

The Court: Those are technical terms which should 
be explained. Perhaps you can tell me. 

Mr. Scunemer: I will ask Dr. Prins this question, 
but as a preface, what is normally done in these cases, 
it’s impossible to tell whether you have a depressed 
animal—— 

The Court: I want to know what is meant by anti- 
cholinergic and anti reserpine and anti tetrabenazine. 
All T want is to get those terms translated into: ordinary 
English. 

Mr. ScunEwerR: Let me just expand a little bit on 
this. The general procedure is to administer some 
kind of an outside agent to the animal and then admin- 
ister the drug that you are testing. Depending upon the 
opposition or the effect that the drug you are testing 
has on the drug you have administered, then this can 
give you a clue to whether you [68] have anti-depres- 
sant activity. 

The Court: I understand all that, but I want to know 
what those words mean. 

Mr. ScHNEDER: Just so long as we start with that 
from that viewpoint. 


By Mr. ScHNEDER: 
Q. Dr. Prins, will you explain what is meant by anti 
cholinergic activity ? 
The Court: No, not explain; just tell me the ordi- 


172 
Daniel A. Prins—Direct 
nary synonym for it in ordinary English. What does it 
mean? 

The Witness: Spasmodic. 

The Court: Suppose you tell me. 

Mr. Scunemer: Anti cholinergic, I believe, means 
that it opposes the tendency of an animal to go into 
spasms when it is—— 

The Court: And what is anti reserpine? 

Mr. ScHNEDER: When an animal is administered 
reserpine it tends to become depressed. Its activity—— 

The Court: Is this an anti-depressant ? 

Mr. ScHNEWER: The numbers over here are the —— 

The Cournr: The word anti reserpine, is that the 
same thing as anti-depressant? 

Mr. ScHNEmER: Yes, in a sense, yes. 


{69] The Court: Very well. What is anti tetrabena- 
zine? 
Mr. Scunemer: That is also anti-depressant in a 
first approximation. 
The Court: Is there a distinction between the two? 
Mr. ScHNEDDER: These are animal tests. You can’t— 
The Courr: I mean is there a distinction between 


the two words? 

Mr. ScHNEDER: Yes, there is, because one uses 
reserpine and uses tetrabenazine, and on some animals 
the one has an effect and on the other it does not. 

The Court: But this uses the word activity. What 
kind of activity does it cover? 

Mr. ScHNEWER: Well, it covers the response of the 
animal to these drugs. 

The Court: Very well. 
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Q. Dr. Prins, considering the numbers on the left- 
hand side of—the righthand side of the chart which is 
Plaintiff’s Exhibit 12 for identification, if the number 
is high does that mean that the compound that is in 
the heading has a tendency toward anti-depressant ac- 
tivity, or does it mean that it has not a tendency to- 
ward anti-depressant activity ? 

A. The higher the numbers in this table the less 
[70] active the compound. 


The Court: I am afraid I don’t understand this. It 
is not indicated. What do those numbers mean? Do 
they mean the number of experiments or percentages of 
results or what? 

Mr. ScHNEDER: They mean the amount of the drug 
being tested that has to be applied to the test animal to 
overcome the action of reserpine or tetrabenazine. 

The Court: The amount measured in what? 

Mr. Scunemer: In milligrams, I presume. 

The WItTNEss: These amounts express milligrams per 
kilogram of the body weight of the animal to get a 
standardized—— 

Mr. ScHNEDER: In other words, the small—— 

The Court: As I understand it, these figures repre- 
sent the number of milligrams that is necessary to at- 
tain the result? 

Mr. ScHNEmeER: That is right, sir, per kilogram of 
body weight of the animal. 

The Court: Not milligrams of the drug? 

Mr. ScHNEDER: Milligrams of the drug per Kilogram 
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of body weight of the animal. The heavier the animal 
the more you need. 
[71] The Courr:I see. In other words, the compound 
shown in the last column requires a much smaller quan- 
tity of the compound to attain the same result than the 
compound shown in the next-to-last column, is that cor- 
rect? 

Mr. Scunewer: Precisely, sir. 

The Court: Now I understand this. This is a bit 
blind. 

Mr. ScHNEmER: Yes, sir, I realize that. 

The Court: Very well, I think you have covered that. 

Mr. Scunewer: I notice that I have not actually 
asked that these be accepted in evidence. 

The Court: Let them be admitted. 

Mr. ScHNEDER: 9, 10, 11, 12. 


(Plaintiffs’ Exhibits Nos. 9, 10, 11 and 12 for identifi- 
cation were received in evidence.) 


By Mr. ScHNEDER: 


Q. Dr. Prins, from your experience as a pharma- 
ceutical chemist can you make any observations as to 
whether a change of structure such as one would have 
by the introduction of a single chlorine atom into the 
molecule of a compound would have any effect on 
physiological properties? 

A. My experience as a medicinal chemist has taught 
me [72] that you cannot predict. In other words, you 
cannot predict the effect of a given change in structure 
on the biological properties of the compound that will 
result. 
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The Court: You mean you have to experiment with 
it? 

The Witness: Well, you have to find out. 

The Court: You have to find out, is that it? 

The Wirness: You cannot say, I do this and this will 
be the result. 


By Mr. ScHNEmeEr: 

Q. Dr. Prins, referring to Plaintiffs’ Exhibit 12, on 
the basis of those figures would you have expected that 
the introduction of chlorine into the iminodibenzyl 
nucleus would increase or decrease its anti-depressant 
properties? 

A. From the table in Exhibit 12 the effect of the in- 
troduction of chlorine into the molecule is one of sup- 
pressing its property or activity, losing it. 

Q. Which property or activity? 

A. Anti-depressant, as in this table. 

Q. From your experience as a pharmaceutical chem- 
ist, Dr. Prins, can you make any observations with re- 
spect to the effect on pharmaceutical properties of small 
changes in the structure of chemical compounds? 

A. Well, one cannot predict what will happen when 
one [73] makes small modifications in structure. 

Q. Dr. Prins, I show you Plaintiffs’ Exhibit No. 13 
for identification. Can you tell us what this is? 

A. Exhibit 13 represents a table containing several 
columns, which I drew up in trying to compare various 
known medicinal compounds as to their activities and 
their structures. The compounds are grouped in pairs 
and the structural formulae of these compounds are 
given in the first column. 
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The second column indicates the names of the com- 
pounds. 

The third column, headed classification, gives the 
biological or medicinal property or use of those com- 
pounds. 

Then columns four and five, which are headed dif- 
ference between, on the one hand, compounds, and on 
the other hand, activities, states what these differences 
are. 

And the column headed references gives the litera- 
ture reference to those compounds. 

Q. Do I understand from this chart, Dr. Prins, that 
small changes in structure can result in changes in 
properties one of which is the reverse of the other? 

A. Yes, indeed. 


The Covrr: I don’t think you have to demonstrate 
that a slight change might make a tremendous differ- 
ence in the [74] result. The Court will take that for 
granted. 


By Mr. ScHNEDER: 


Q. Considering the structures of the compounds dis- 
closed in the Schindler patent and the Australian patent 
and given the structure of the compound of claim 8, 
what would you have expected its properties to be? 

A. Impossible to say. Knowing from the properties 
of the Schindler compound that chlorine is adverse, I 
would not have expected these compounds to be very 
useful, the claim 8 compound, that is. 

Mr. Scunewer: I think that is all, Your Honor. 

The Court: Mr. Armore. 
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By Mr. Armore: 


Q. Dr. Prins, the Schindler et al patent clearly dis- 
closes the two chlorine compound that corresponds to 
the one chlorine compound which is the compound of 
claim 8 in suit, is that correct? 

A. In a sense, yes, because the two chlorines in the 
Schindler patent do not have fixed positions. 

Q. Do you have a copy of the Schindler patent before 
you? 

A. Yes, I have it before me. Are you referring to 
[75] the patent 857? 

Q. Iam referring to Schindler et al Patent 2,813,857. 

A. Thank you very much. Yes, sir. 


Q. Idirect your attention to example 2 in that patent. 
In example 2 does that patent expressly disclose the 
two chlorine compound corresponding to the one chlo- 
rine compound of claim 8 and also show the structural 
formula of that compound? 

A. It does. 


The Courr: Would you simplify your question ¢ 
Just repeat your question in a simple way. Does it 
disclose what? 

Mr. Anmore: Does example 2 disclose the two chlo- 
rine compound—— 

The Court: Very well. Thenstop. That is the ques- 
tion. 

Where is example 2 in the patent? 

Mr. Anrmore: It is on the first page at the bottom 
of column 2. There is a structural formula which is 
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the structural formula of the two chlorine compound. 

The Court: You may answer, Doctor. 

The Witness: It does. 

The Courr: That does disclose two atoms of chlo- 
rine? 

The Witness: It discloses two atoms of chlorine, 
[76] yes, Your Honor. It is the compound on the chart. 


By Mr. Armore: 


Q. And those two atoms of chlorine are specifically 
situated in the 3 and 7 positions of the iminodibenzyl 
nucleus, is that correct? 

A. That is correct. 

Q. I refer you to the Australian patent. Do you 
have a copy of that, Dr. Prins? 

A. I do. 

Q. In column 1 of the Australian patent does that 


patent disclose a class of compounds which have an ~ 


iminodibenzyl nucleus and which compounds are closely 
related, therefore, to the—— 


The Courr: Don’t argue in your question; just ask 
a simple question. Then you can make the argument. 


Q. Does the Australian patent in column 1 disclose, 
by structural formula, a class of compounds which: have 
the iminodibenzy] nucleus? 

A. Yes, it does. 

Q. Does that structural formula in the patent indi- 
cate that the iminodibenzyl nucleus may be either un- 
substituted, monohalogen or dihalogen substituted ? 

A. The iminodibenzyl in the Australian patent may 
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be [77] unsubstituted, monosubstituted and disubeti 
tuted. | 
Q. Is the answer to my question yes? 
A. No. Yes, it may be dihalogen substituted and 
monohalogen substituted and unsubstituted. | 
Q. Then is the answer to my question yes? 
A. Yes, sir. 
Q. To a chemist would halogen include and also sug- 
gest chlorine? | 
A. Yes. ! 
Q. You have testified that the Australian patent 
actually encompasses a very large class of compounds, 
is that correct? 
A. That is correct. 
Q. Therefore, would it be correct to say that the Aus- 
tralian patent discloses a very large class of compounds 
having an iminodibenzyl nucleus which may be unsub- 
stituted, monohalogen substituted or dihalogen substi- 
tuted ? | 
A. Would you restate that? 


The Court: Suppose we have the question read. 
(The Reporter read the last question.) 


A. Yes. | 

Q. As a skilled and searching synthetic organic 
chemist, if you were primarily contemplating the di- 
chlorine [78] compound of the Schindler et al patent 
at your desk and not in the laboratory, would the 
Australian patent at least suggest the ormeeonene 
monochloro compound ? 

A. No. 
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The Covrr: You don’t expect any other answer, do 
you? 

Well, we will take our usual luncheon recess at this 
time. 


(At 12:30 p.m. trial stood im recess, to reconvene 
1:45 p.m.) 


AFTERNOON SESSION 
The Court: Mr. Armore, you may proceed. 


By Mr. ARMoRE: 


Q. Dr. Prins, does the Schindler et al patent and 
the Australian patent both disclose important phar- 


macological properties for the compounds disclosed 
there? 
A. Could I have the patents again to refer to? 


The Court: Do they? 

Mr. ARMORE: They do, Your Honor. 
[79] The Court: Then don’t ask him. The patents 
speak for themselves. 

Where do they disclose that? 

Mr. Armore: In the patents. 

The Covrr: Then you can argue that in your sum- 
ming up. 

By Mr. ARMorE: 


Q. In view of the fact that both patents disclose 
important pharmacological properties and both pat- 
ents disclose closely related compounds, would it be 
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apparent to you as a skilled chemist, viewing the two 
chlorinated Schindler compound, that there may also 


exist the concept of a one chlorinated compound? 
A. No. 


The Covrr: Mr. Armore, I wish you wouldn’t ask 
the plaintiffs’ witnesses a question whether they think 
a think is obvious. Naturally they won’t say yes be- 
cause if they said yes their client would be out of court. 
I think it is just a waste of the Court’s time to do that. 

Mr. Armore: I’m sorry, Your Honor. 

The Court: You can’t expect any other answer. 

Mr. Armore: I will proceed from there. 

Your Honor, the plantiff’s attorney has eatrodeead 
[80] into evidence the patent that the defendant was 
going to introduce into evidence. | 

The Covrr: Well, it is in evidence. 

Mr. Armore: Would there be any point in my in- 
troducing it in evidence on behalf of the defendant? | 

The Covrr: No; either side can use any exhibit in 
evidence, irrespective of who introduced it. You can 
use it just as much as though you introduced it your- 
self. 

Mr. Anwons: I simply wanted to make it clear on 
the record that the defendant had intended to intro- 
duce this patent into evidence. 

The Courr: You have made it clear to the Court. 

Mr. Armore: I have a photocopy of an article by 
Kuhn appearing in a Swiss publication, which is in 
German but has an English summary at the back. I 
would like to have this article marked as ae 
Exhibit for identification. 
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The Covurr: Are you offering it in evidence? 
Mr. Armore: I am going to offer it into evidence. 
The Court: You have shown it to Mr. Smith and 
Mr. Schneider? 
Have you seen it, gentlemen? 
Mr. ScHNEDER: Yes, sir. 
Mr. SmitH: Yes, Your Honor. 
| [81] The Covrr: Let it be admitted. 


(Defendant’s Exhibit No. 4 was marked for identi- 
fication and received in evidence.) 


Mr. ARMORE: May I point out to the Court that one 
| page in German of the article is missing from this ex- 
hibit, but since we are relying upon the last page, 
which is in English, the summary—— 
The Court: In the first place, I don’t know German, 
| and in the second place even if I did, I don’t think I 
would be authorized to take judicial notice of it because 
| the official language of the Court is English. 
There is no translation here, is there? 
Mr. ArMore: I am merely relying upon the last page, 
which gives a summary in English as part of the article. 
The Court: Well, I will consider that as evidence. 
Now just what part of the summary are you refer- 
ring to? 
' Mr. Armore: All of the summary, Your Honor, start- 


ing in the middle of the last page, the first column. 
The Covurr: But what specific statement are you re- 
| ferring to? You mean it is all relevant? 
Mr. Anmore: The first three paragraphs are partic- 
| ularly relevant, the fourth paragraph has some rele- 
vancy, too. 
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[82] The Courr: Well, for what point are you in- 
troducing this? 

Mr. Armore: I am introducing this to show that it 
was well known in the art, at least by 1957, that the 
nonchlorinated compound imipramine was well known 
to have antidepressant properties. 

The Court: That what kind of compounds ? 

Mr. Armore: The non-chlorinated compound imi- 
pramine. 

The Court: Is the compound in the present case in 
that—— 

Mr. Armore: No, Your Honor, it is not. The ane 
ent compound has one chlorine atom. 

The Courr: And this is without chlorine? 

Mr. Armoze: This is without any chlorine. 


I have another copy of this. 

The Covrr: You are through with the cross-examina- 
tion? 

Mr. ArmorE: No, Your Honor, I am not. I wanted 
to show this to the witness. 


The Courr: Very well. 
Mr. ARMoRE: I have a copy of this I will hand to 
the witness and I will ask the witness to look at =e 


summary [83] on the last page. 


By Mr. ARMozeE: 

Q. Dr. Prins, does this confirm your earlier testi- 
mony that imipramine is known to have Sse SA 
sant properties? 

A. Oh, yes. 

Q. Does this also indicate on the same page, in para- 
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| graph 3, that this compound is effective in many cases 
of schizophrenia? 


The Court: Where does it say that? 

Mr. Armore: In the third paragraph under sum- 
mary. 

The Wirness: Partly. 

The Court: I am reminded of the saying that a little 
learning is a dangerous thing, but I have heard so 
| mouch psychiatric testimony in various cases and I was 
under the impression that schizophrenia could not be 
, cured by medicine. Apparently I am wrong, I have 
a@ wrong impression. 

Mr. Armore: I offer that article by Kuhn into evi- 
dence, Your Honor, as Defendant’s Exhibit 4. 

The Court: It is in evidence. 


Q. Dr. Prins, you have testified that in a number 
' of cases you have found that compounds which have 
had small structural changes have resulted in com- 
pounds which have entirely different biological proper- 
ties ? 

[84] A. Yes. 

Q. Would you be surprised if you found that you 
| had made a small change in a chemical compound and 
it did not have substantially different biological prop- 
erties ? 

A. Not necessarily. 

Q. Would it not more generally be the case that 
where a small change is made in 2 compound which 
| exhibits biological properties, that that small change 
| generally or frequently will not result in radical bio- 
logical changes? 
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The Court: Those are generalities, Mr. Armore. We 
all know sometimes it happens, sometimes it doesn’t 
happen. 

Mr. ArmorEe: My point, Your Honor, is that more 
usually it does not happen. 

The Court: That makes no difference. The ques: 
tion is whether it happened here. 

Mr. Armore: May I have a copy of Plaintiffs’ Ex- 
hibit 8, please? 


| 
By Mr. AnMore: : 


Q. I hand you Plaintiffs’ Exhibit 8, Dr. Prins. You 
have testified that this compound was tested and was 
found not to exhibit anti-depressant properties, is that 
correct? 

A. Yes, as stated—— 


The Courr: Just answer yes or no. 
Read the question, please. 


[85] (The Reporter read the last question.) 
The Witness: Yes. 


By Mr. Anmore: 


Q. Did you make those tests yourself? 

A. No, sir 

Q. Were they. made under your supervision or diree- 
tion? 

A. No, sir. 

Q. Then this testimony which you have given is 
my ee a 
correct? 
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A. The pharmacologist reports to the chemist. That 
is where I get the information from. 


Mr. Armore: I would object to the admission of this 
evidence. 

The Court: I will overrule the objection. This is a 
matter of scientific opinion, in a way, and this witness 
is a highly qualified expert. 


Q. Are you in a position to state the conditions under 
which the tests were performed as a result of which 
| this conclusion was drawn with respect to Plaintiffs’ 
Exhibit 8? 

A. The information was an opinion given by the 
pharmacologist doing the various tests and this infor- 
' mation, to me, was sufficient to indicate that this com- 
pound was not of interest to follow up further. 

Q. Would the same apply to Plaintiffs’ Exhibit— 
the compound of Plaintiffs’ Exhibit 9? Would you 
give the same answer to the same question with respect 
to the compound of Plaintiffs’ Exhibit 9? 

A. Yes. 


Mr. Armore: May I have Plaintiffs’ Exhibit 12, 
please. 


By Mr. ARMORE: 


Q. Would the same answer apply to the conclusions 
stated on Plaintiffs’ Exhibit 12? 

A. With respect to the quality of the compounds 
tested ? 

Q. With respect to whether or not you personally 
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made the tests or the tests were made under your direct 
supervision or instructions. 

A. No, these figures were reported in the way I 
stated before, by the pharmacologist to the chemist. 

Q. Do you have the clinical or laboratory data on 
which the conclusions indicated by Plaintiffs’ Exhibits 
8, 9 and 12 were based? 

A. Not with me, no. 

Q. Did you have them in your possession at any 
time? 

A. Well, I looked at them before I drew up the table, 
yes, and discussed with the pharmacologist what the 
meaning of [87] these reports was. 

Q. Are you able to state how many animals were 
tested in each category ? 


A. These are details of pharmacological laboratory 
experimentation which are outside my field. 

Q. These are details which you do not know, is that 
correct ? 

A. Well, I can find them on the original reports from 
the pharamacologist. 


The Court: Aren’t we going a little far afield, Mr. 
Armore? This case relates to the one particular sub- 
stance in claim 8. The exhibits involve other com- 
pounds. 

Mr. Armore: They do, Your Honor, yes. I just 
wanted to establish that whatever—— 

The Court: I understand, but let’s not spend too 
much time on side issues. 

Mr. Armore: Yes, Your Honor. I have finished that 


part. 
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The Court: Go ahead with the next question. 


By Mr. ArMore: 


Q. Dr. Prins, given the concept of the one chlori- 
nated compound which is claimed in suit, if you were 
asked to prepare that compound from the non-chlori- 
nated compound imipramine [88] prior to 1958 would 
you, as a skilled chemist, have known how to prepare 
the one chloro compound? 

A. No. 

Q. Why not? 

A. Because one first would have to invent a route, a 
process for making the compound. 


Mr. Armore: Your Honor, I have a chemical text- 
book here, The Chemistry of Organic Compounds, by 
Conant and Blatt. I have photocopied the title page, 
the reverse of the title page, which shows the date of 
the publication, which is quite old, and certain pages 
of this textbook. I would like to have this photocopy 
marked for identification as Defendant’s Exhibit 5. 

The Court: Have you shown a copy to Mr. Smith 
and Mr. Schneider ? 

Mr. Armore: No, I haven’t yet, but I will give them 
@ copy now. 

This is a classical chemical textbook. 

The Court: Very well, let it be admitted. 


(Defendant’s Exhibit No. 5 was marked for identi- 
fication and received in evidence.) 


Mr. Armore: I have another copy that I hand to 
the witness and I ask him to check the photocopies 
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against [89] the textbook to see whether they are cor- 
rect. 
The Wrrness: They are. 


By Mr. Anmore: 


Q. Isn’t it conventional in organic chemistry if you 
want to chlorinate a non-chlorinated organic aromatic 
compound, that you simply treat it with chlorine in the 
presence of a catalyst? 


The Court: Mr. Armore, we are not dealing with a 
process claim; we are dealing with a product claim 
here. 

Mr. Anmore: Yes, Your Honor, I realize that, and 
I believe that any testimony or evidence that has been 
introduced about the process is irrelevant; however, 
at the original trial certain testimony was introduced 
attempting to show that the process—that one 
skilled —— 

The Court: I am trying this case now. 

A process may be invention and may not be, and a 
product may be invention and may not be invention. 
The two don’t necessarily go together. 

Mr. Armore: I agree, Your Honor. 

The Court: Of course you do because that is ele- 
mentary. I am not saying anything that is of any 
particular importance. 

Therefore, it seems to me to be irrelevant to show 
[90] how easy it is to change one compound into an- 
other by adding something. The question is not how 
easy it is to make the change, but what result you 
accomplish by making the change. 


190 
Daniel A. Prins—Redirect 


Mr. Anmore: Yes, Your Honor. I will be satisfied 
by merely offering Defendant’s Exhibit 5 into evi- 
dence. 

The Court: I have admitted it in evidence. I notice 
it is a textbook by a very eminent gentleman. 

Mr. Armore: Yes, Your Honor, it is Conant, who 
used to be a professor at Harvard. 

Under the circumstances, I will terminate my cross- 
examination. 

Thank you. 

The Court: Do you have any redirect? 

Mr. ScHNEIDER: Just one. 

First of all, I would like to introduce Plaintiffs’ 
Exhibit 13 for identification into evidence. I don’t 
believe that is in yet, 13-A and -B. 

The Court: Let it be admitted. 


(Plaintiffs’ Exhibits Nos. 13-A and 13-B for identi- 
fication were received in evidence.) 


REDIRECT EXAMINATION. 


By Mr. ScHNEDER: 


Q. Dr. Prins, defendant has discussed the compound 
[91] imipramine, which is the no chlorine compound. 
What would be the normal result or the most obvious 
result of combining the teachings of the patent or the 
article which shows imipramine and the article which 
shows the Australian formula? 

A. That would be to put the tail of the Australian 
formula on the nucleus of the imipramine, which is no 
chlorinated iminodibenzyl. 
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Q. I show you now Plaintiffs’ Exhibit 14 for identi- 
fication. I ask you, Dr. Prins, what is the compound 
shown on that—— 


The Court: How is this redirect examination? What 
is the purpose of this? 

Mr. ScHNEDER: Well, sir, simply to show if we take 
this imipramine, the non-chlorinated compound, and 
we add it to the tail of the Australian patent, what we 
get is a—— 

The Court: Very. well, you may ask the question. 
I see. 

The Wirness: Will you state your question again, 
please? 

The Court: Will you read the question, please? 


(The Reporter read the last question.) 


Q. —on that Exhibit No. 14? 

A. That is the compound that results from the [92] 
combination of the nucleus of imipramine and the tail 
of the Australian patent. 

Q. Has this been screened for anti-depressant ac- 
tivity ? 

A. It has. 

Q. And with what result? 

A. It was found to be ineffective, inactive. 


Mr. Scunewmer: I offer Plaintiffs’ Exhibit 14 in 
evidence. 

The Court: Let it be admitted. 

(Plaintiffs’ Exhibit No. 14 for identification was 
received in evidence.) 
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The Court: Is there anything more? 
Mr. ScHNEDmER: Yes, just one more thing. 


By Mr. ScHNEDER: 


Q. Dr. Prins, I show you now Defendant’s Exhibit 
4, which is the Kuhn article. Is there anything in this 
disclosure, Dr. Prins, which would suggest to you the 
use of the monochloro compound presently claimed for 
the treatment of mental depression? 

A. No, it would not. 

Q. Do you find anything in this disclosure which 
would indicate that the monochloro compound might 
not be a useful drug in the treatment of depression ? 
[93] A. No. 

Mr. ScHNEDER: I believe that is all, Your Honor. 

The Court: You may step down. 

Mr. ScHNEWER: Your Honor, we have now two wit- 
nesses who are physicians. One is a citizen of Switzer- 
land, the other a citizen of France. Neither one of 
them is fluent enough in English to testify in English. 

The Court: I am sure they are, but, however, if they 
feel more comfortable in using an interpreter they can 
testify through an interpreter. I have found that Eu- 
ropeans are so much better linguists and sometimes 
I feel ashamed of myself. 

Mr. Scunemer: Yes, sir, I understand the feeling. 

We will need, then, an interpreter sworn. 

The Court: Do they both speak French? Do you 
need a French interpreter? 

Mr. ScHNEDER: Yes, sir. 
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The Courr: The reason I asked that is in some parts 
of Switzerland German is the prevailing language. 

I think we better swear the interpreter first. 

Mr. ScHNEWER: Mr. George Weissglas is our in- 
terpreter. 

(The Deputy Clerk administered the Interpreter’s 
Oath to the Interpreter, Mr. George Weissglas.) 


[94] Mr. Scunemer: We will first call Dr. Gaston 
Garonne. 


Gaston GARONNE, called as a witness by Plaintiffs, 
having been duly sworn, was examined and testified 
through the interpreter as follows: 


Mr. ScHnEmeR: Your Honor, Dr. Garonne is the 
affiant in an affidavit which is in the record, in the 
Patent Office record, and that affidavit recites his 
qualifications at some length. May we dispense with 
the qualifications? 

The Court: Yes, indeed. Now I do want to locate 
his affidavit in the file wrapper, please. 

Mr. ScHNEDER: In my copy it is on page 78 of the 
file wrapper. 

The Court: Yes, I have it. 


DIRECT EXAMINATION. 


By Mr. ScoNEmER: 
Q. Dr. Garonne—— 


The Court: You might ask his name and his resi- 
dence so that it will appear in the record. 
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Q. Will you please state your name and residence? 

A. Garonne, Gaston; Geneva, Switzerland. 

Q. I show you a copy of an affidavit, paper No. 10 
in Plaintiffs’ Exhibit 1, the affidavit dated February 
16, 1962. [95] Are you familiar with it? 

A. Yes. 

Q. This affidavit describes the use of the compound 
monochlorimipramine in the treatment of mental de- 
pression in 23 specific patients. Did you supervise 
or personally conduct the treatment of these patients? 

A. I have supervised them. 

Q. The affidavit states that you found the compound 
in suit, monochlorimipramine, to be an effective anti- 
depressant and concludes that its therapeutic effect 
manifests itself faster than that of any other known 
thymolepticum. 

A. Yes. 


Q. Does this conclusion represent your present opin- 
ion? 


A. Yes. 

Q. Aside from the 23 patients mentioned in the af- 
fidavit, have you administered the compound in ques- 
tion to any other patients suffering from mental de- 
pression ? 

A. Yes. 

Q. Approximately how many ? 

A. About 100. 

Q. With what effect? 

A. Similar effects. 

Q. Would the results with these later patients cause 
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| 
[96] you to modify in any way the conclusions stated 
in your affidavit? | 
A. Yes. | 
Q. How? 
A. In the following sense. I do presently consider 
that the monochlorimipramine has, with therapeutic 
doses, less side effects than the other compounds. 
Q. In your affidavit, Dr. Garonne, you have em- 
phasized the speed with which the compound takes ef- 
fect. Will you explain why this is important? 
A. This is important because the speed with which 
the effect takes hold reduces the period of latency. 


The Covrr: I don’t understand what that means. 

Mr. ScHNEWER: We will ask him. ! 

The Wirness: During which period of latency the 
effects of the sickness still continue to manifest them- 
selves. | 


By Mr. ScHnewer: 


Q. And what do you mean by the period of latency, 
Dr. Garonne? 
A. The period of latency is the period of time which 
is from the beginning of the treatment to the cure, to 
the clinical cure. | 
Q. Are there any dangers, Dr. Garonne, associated 
with [97] a prolonged period of latency? 
A. Yes. 
Q. And what are they? : 
A. The gravest danger is the suicide. 
Q. How does the period of latency of monochlorimi- 
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pramine compare with that of other drugs with which 
you are experienced ? 

A. More specifically, as far as imipramine itself is 
concerned, one can say that the period of latency with 
chlorimipramine is about half. 

Q. Dr. Garonne, I show you Plaintiffs’ Exhibit 11. 
Are you familiar with this compound? 

A. Yes. 

Q. Does it have anti-depressant properties? 

A. Yes. 

Q. How would you compare the speed of effect of 
monochlorimipramine with the compound shown in 
this exhibit? 

A. The speed of effect of monochlorimipramine is 
about twice as fast as that of the compound in front of 
me. 

Q. Would you compare the size of the dose required 
as between chlorimipramine and the compound shown 
in Plaintiffs’ Exhibit 11? 

A. The dosage of monochlorimipramine is about 75 
[98] milligrams per day, while the dosage of imipra- 
mine is about 150 to 200 milligrams per day. 

Q. Would you compare the severity of side effects 
as between chlorimipramine and imipramine? 

A. With therapeutic doses there are much less side 
effects with monochlorimipramine than with imipra- 
mine. 

Q. Are there patients to whom you would administer 
monochlorimipramine to whom you would not admin- 
ister imipramine? 

A. Yes. 
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Q. And who are they? 

A. Those are severely depressed patients where it 
is indispensible to obtain a very fast improvement 
for otherwise they would have to be hospitalized. 

Q. I show you a copy of Defendant’s Exhibit 4, Dr. 
Garonne, which is an article by Kuhn. Are you fami- 
liar with this article? 

A. Yes. 

Q. Is there anything in this article which oii 
suggest that chlorimipramine might have EE 
sant qualities? 

A. No. 


Mr. Scunewer: I believe that is all, Your Honor. 
[99] The Covrr: Any cross-examination? 
Mr. Armore: Yes, Your Honor. 


CROSS-EXAMINATION. 


By Mr. Anmore: 


| 
Q. Dr. Garonne, can you read English? : 
A. Relatively well. 
Q. Is it a characteristic of different types of de- 
pression that they may suddenly disappear without 
any medication? 
A. No. 


The Covurr: I wonder if the witness understood the 
question. Your question was whether some states of 
depression disappear without the use of medicine. 
Well, of course they do because the use of medicine 
for those states is rather recent. 
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Mr. ARMoRE: Yes, Your Honor, I believe that would 
be correct. 

The Court: I do think it is a matter of common 
knowledge that the use of medicine, except for tran- 
quilizing drugs, is more or less recent in psychiatry, 
and yet people have been cured in the past without 
resort to medication. But I don’t see that that is any 
reflection on any medicine. 

Mr. Armore: Well, it is to this extent, Your [100] 
Honor: if these people were tested, who were presum- 
ably tested, would have at that stage of testing been 
relieved of their depression—— 

The Court: That applies to any medicine because a 
doctor might test a medicine, say, for a cold and it 
might be successful, but the cold might have been cured 
by nature anyway. That is no reflection on the medi- 
cine. 

Mr. ArmMore: However, that becomes—— 

The Court: You may proceed. I didn’t want to 
enter into a colloquy with counsel. 

The InTERPRETER: The witness wishes to make a 
statement to that effect. The question was, specifically, 
that is it a characteristic, and the witness says it is not 
characteristic. 


By Mr. Armore: 


’ Q. However, does it happen in many instances that 
a patient whe is depressed will actually come out of his 
depression without any medication whatsoever? 

A. Not very often, or not often enough. 

Q. Does a patient suffering from depression often 
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seem to improve when he thinks he is being given a 
specific medication? 


(Pause.) 


[101] The Covrr: I confess I share the witness’ diffi 
culty in quite understanding the question. Perhaps we 
will have the Reporter read it. 
Mr. Amore: May I restate the question, Your 
Honor? 
The Court: Yes. 


By Mr. AnMore: 


Q. Will a patient often recover from a depression 
when he is being given some pharmacologically inert 
substance, thinking he is being treated ? 

A. The answer is no. 

Q. Are you familiar with the placebo effect of medi- 
cation? 

A. Yes. 

Q. Is this a factor that can exist in connection with 
depressed patients? 

A. Yes, but rarely. 

Q. In the tests that were reported in your affidavit 
were the patients given other medication prior to the 
treatments with the monochlorine compound ? 

A. At the same time or prior to it? 

Q. Prior. 

A. Some of the patients. 

Q. Were they given other anti-depressant therapy 
[102] A. Some of them, yes. 

Q. Were they given other anti-depressant therapy 
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simultaneously with taking the one chlorine com- 
pound? 

A. No. 

Q. For what period of time prior to the mono- 
chlorine therapy did you observe, personally observe 
these patients? 

A. During the entire period of experimentation. 

Q. Does that include a period of time prior to ad- 
ministering the drug? 

A. Yes. 

Q. How much of a period of time? 

A. The time necessary to establish a diagnosis. 

Q. How much time was that? 

A. That could be one day, one week, or two weeks. 

Q. Is it true that depressed patients go through dif- 
ferent stages and at one stage they exhibit a non- 
depressed condition? 

A. During the same period or during different 
periods? 

Q. During their state of depression—I’m sorry— 
during the state of the disease. 

A. No. During the present depressive stage, no. 

Q. Will the present depressive stage frequently or 
often be followed by a non-depressed stage in such 
patients? 

[103] A. In certain cases, yes, but after a very long 
period of depressive state. 

Q. Did you use any controls in your tests that were 
reported in the affidavit ? 

A. No. 
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Q. Is it reasonably possible that the results which 
are reported in the affidavit were the result of a placebo 
effect because a patient knew he was being treated? 

A. No. 

Q. How can you tell if you did not use controls 

A. Because it is characteristic of depressive states 
not to believe in the properties of the drug. | 


The Court: Do I understand you to try to bring out, 
Mr. Armore, whether the medicine might not purely. 
have had a psychological effect on the patient? 

Mr. Anmore: Yes, psychological. 

The Covrr: Well, even so it would have a good 
effect. To take a leaf out of another book, we hear a 
lot about lie detector tests. The lie detector tests them- 
selves we don’t consider reliable, but actually many a 
defendant in a criminal case has been led to make a 
confession when he was frightened that the lie detec- 
tor would detect that he was lying even though actually 
it would not have done so. So it has its usefulness. 
[104] So if a medicine convinces a person that it is 
going to cure him, maybe that medicine has a a 
logical value. 

Mr. Anmore: Except that it is well known in medical 
treatments that patients who exhibit a certain symptom, 
if given a sugar pill or a salt injection will recover 
and they don’t have to take—and it doesn’t prove that 
this particular drug had that effect. 

The Court: I see. Well, hat is a mater of argu 
ment. 
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By Mr. ARMoRE: 


Q. With respect to the tests reported in your affi- 
davit, Dr. Garonne, I notice that out of the 23 tests 
which you report here, in nine cases over one week 
was required before the latency effect was achieved, 
is that correct? 


The Court: Well, the affidavit speaks for itself. 

Mr. Amore: All right, strike that question. 

The Court: Suppose you withdraw the question. 
The affidavit speaks for itself. 

Mr. Armore: Yes, I will. 


Q. You have testified, Dr. Garonne, that you have 
also tested something like 100 additional patients—I 
withdraw that question at this point. 

[105] In all of these cases that are reported in the 
affidavit, for how long were these patients observed 
after the few days of treatment was terminated ? 

A. For several months. 

Q. Were they observed by you personally? 

A. By my assistants and by myself. I have always 
been informed by them. 

Q. Was this true of all these 23 cases? 

A. Yes. 

Q. You have testified that you have also treated 100 
other patients with the one chlorine drug we are talk- 
ing about. 

A. Yes. 

Q. Do you have a record of the conditions of those 
patients, the treatment and the results? 

A. We do have clinical files on them. 
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Q. But you don’t have that record here in court, do 
you? 

A. No, they have not been published. 

Q. You have testified, I believe, that imipramine is 
a very effective anti-depressant compound, is that true? 

A. Yes. 

Q. You have testified that in connection with those 
100 patients, I believe, that no serious toxic effects 
were [106] discovered, is that correct? 

A. Yes. 

Q. Do you have the clinical data here with you with 
respect to the results of those tests? 

A. Are you speaking about the toxicity of them? 

Q. The toxicity. 

A. No. 


Mr. Armore: I have here a volume, Medicinal Chem- 
istry, which is a series of monographs, one of which 
monographs has been submitted by employees of the 
assignee of the present application, Geigy. I have 
photocopied the title page, the reverse of the title page, 
and some portions of the monograph relating to imi- 
pramine and its effectiveness as an anti-depressant 
drug. I would like to have this marked for identifica- 
tion as Defendant’s Exhibit 6. 


(Defendant’s Exhibit No. 6 was marked for identi- 
fication.) 
By Mr. Armore: 


Q. I ask the witness are those photocopies taken 
from that textbook? 
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A. Yes. 

Q. I refer you, Dr. Garonne, to page 88. Does the 
table and the material on that page indicate the results 
of [107] tests with more than 13,000 patients who had 
been administered imipramine? 

The Court: What page is this? 

Mr. ArmoreE: Page 88. 

The Court: Now finish your question. 


By Mr. ARMORE: 


Q. Does the data indicated on page 88 show that 
imipramine was highly effective as an anti-depressant 
in a substantial percentage; in fact, over 70 percent 
of the cases treated for depression ? 


The Courr: You are asking about some other medi- 
cine now? 

Mr. ARMORE: I am referring to the non-chlorinated 
compound imipramine. 

The Court: I don’t think this is proper cross-ex- 
amination. I don’t think that is within the scope of 
the direct examination. 

Mr. Armor: The direct examination touched on imi- 
pramine. 

The Court: The direct examination consisted of a 
description of the efficacy of certain treatments on 
certain patients of the compound covered by the ap- 
plication in suit; so this is not within the scope of the 
direct examination. 

[108] Mr. ArmorE: And also, Your Honor, the direct 
examination also touched on the results of treatment 
with this compound imipramine. 

The Court: I am going to exclude it, anyway, be- 
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cause it makes no difference whether some other com- 
pound is equally good. The question is whether this 
compound does the work. For instance, there are 
probably dozens of cold medicines. That doesn’t mean 
just because there are dozens of them, therefore they 
are of no value just because there isn’t only one. 

Mr. Armor: Your Honor, this compound is the com- 
pound of the patent that was just added to the record, 
Haefliger et al. This reference is concerned with the 
nonchlorinated compound which is the subject of the 
patent. 

The Court: But this is not proper cross-examina- 
tion. I am going to exclude it. 

Mr. Armore: Will Your Honor exclude this—— 

The Courr: I have not excluded the exhibit. I am 
excluding the cross-examination of this witness con- 
cerning this exhibit. 

Mr. Armore: I would like to offer this exhibit into 
evidence as Defendant’s Exhibit 5. 
[109] The Court: Let it be admitted. 


(Defendant’s Exhibit No. 6 for identification was 
received in evidence.) 


The Court: I would like to ask several questions of 
the witness. 

How is this medicine administered? I mean by that 
is it in the form of a pill, in the form of an injection, 
or in the form of a liquid that is swollowed? 

The Witness: In a pill. 

The Court: Doctor, you stated that in addition to 
the 23 patients that were treated with this medicine 
as described in the affidavit you also successfully 
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treated 100 others. Now were there any others whom 
you attempted to treat with this medicine where the 
treatment was not successful? 

The Witness: Yes. 

The Court: About how many ? 

The Witness: About 15 to 20 per cent. 

The Count: There is one more question. What side 
effects may be involved in the use of this medicine? 

The Witness: With therapeutic doses the side effects 
could be dryness of the mouth, breaking out in sweat, 
difficulty of accommodation, sometimes slight cases of 
dizziness. 
[110] The Court: Is there any possibility of danger- 
ous side effects? 

The Witness: Not at therapeutic doses. 

The Court: Any redirect examination? 

Mr. ScuNEweER: No further questions. 

The Covurr: You may step down. 

We will take our usual mid-afternoon recess at this 
time. 


(Recess.) 


Mr. ScHNEmER: Your Honor, we have one further 
witness, Professor Deniker. 


Pierre DENIKER, called as a witness by Plaintiffs, 
having been duly sworn, was examined and testified 
through the Interpreter as follows: 
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DIRECT EXAMINATION. 


By Mr. ScHNEDER: 


Q. Will you please state your name, age, and oc- 
cupation ? 

A. Pierre Deniker ; 49 years old, Professor of Neuro- 
psychiatry at the faculty of medicine in Paris, France. 


The Courr: The University of Paris? 
The Wirness: University of Paris, France. 


Q. What academic degrees do you hold, Professor 
Deniker? 

[111] A. Doctor of medicine in 1945, and aggrega- 
tion, which is a titularization, in 1961. 

The Court: I am sure that he would not be a pro- 
fessor at the University of Paris unless he was a gentle- 
men of high attainments, because they have very high 
standards at the University of Paris, I know. 


By Mr. ScHNEWER: 


Q. Professor Deniker, in your practice have you 
ever used—and I refer particularly, of course, to your 
practice in the treatment of psychotic and neurotic 
patients—have you ever used the compound mono- 
chlorimipramine ? 

A. With my research group we are in the process 
of making a systematic research about this particular 
compound. 

Q. Approximately how many patients would you es- 
timate have been treated with this compound so far? 
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A. The systematic study of which I have spoken 
before comprises 150 patients. 

Q. Were there other patients treated with the com- 
pound in addition to those involved in the systematic 
study ? 

A. Yes, the University Clinic of Paris uses this 
compound since four years ago. 

Q. Can you estimate how many patients were treated 
in that way? 

[112] A. I believe I can say several hundred. 

Q. How would you rate the efficacy of this com- 
pound in the treatment of depressive states? 

A. Its action is remarkable, very remarkable, in the 
treatment of depressive states, but not only in those. 

Q. Are there any particular areas in which the com- 
pound is especially effective? 

A. The research of which I have spoken concerns 
itself with fields in which other compounds are not 
effective. It concerns three types of patients, the severe 
depressions, the apathetic schizophrenia, and grave 
neurotics or a more exact term would be severe 
neurotics. 

Q. Referring first to the use of the compound in the 
treatment of severe depression, prior to the use of this 
compound what was the usual technique applied ? 

A. I believe that all physicians, all treating physi- 
cians, are at the present time in agreement that the 
electroshock is the preferred type of treatment in 
urgent cases. 

Q. Is it possible, Professor Deniker, to use mono- 
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chloroimipramine as an alternative to electroshock in 
such cases? 

A. This is precisely the object of our research, to 
show that an important percentage of patients can be 
treated [113] and cured with chloroimipramine, as well 
as with the electroshock. 

Q. Is it desirable to avoid the use of electroshock if 
possible ? 

A. It is desirable. 

Q. Why? 


The Court: Well, that is self-evident. Electric shock 
treatment is very extreme and, naturally, it would be 
used only when absolutely necessary. It is pretty much 
like avoiding a major operation if you can do so. 


Mr. ScHNEDER: Quite so. 


By Mr. ScHNEDER: 


Q. Do you know of any other chemical drug, Pro- 
fessor Deniker, which could be used in place of electro- 
shock? 

A. It would be desirable that the question specifies 
in which type of case. 

Q. I speak now of the use of electroshock in cases of 
severe depression where you have indicated that chlor- 
imipramine can be used as an alternative in a substan- 
tial number of the cases. 

A. As far as I am concerned, I know of no other 
chemical drug. If any are used, I think that the physi- 
cians are taking a grave risk of suicide. 
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[114] Q. Are you familiar with the compound 
imipramine? 

A. Yes. 

Q. Do you consider it desirable to use this compound 
as an alternative to electroshock in the treatment of 
severe depression ? 

A. No. 

Q. Professor Deniker, I show you Defendant’s 
Exhibit 1-A. 

The Court: What is that? 

Mr. Scunewer: That is the Schindler patent, Your 
Honor. 


By Mr. ScHNEDER: 


Q. I call your attention to the compound shown in 
example 2 of that patent. Are you familiar with this 
compound ? 

A. No. 

Q. Has it ever, to your knowledge, been used as a 
psycho-pharmaceutical ? 


The Court: Just a moment. The witness is a pro- 
fessor of psychiatry, he is not a chemist. Should you 
go into the chemical field with this witness ? 

Mr. Scunemer: No; I just want to know, sir, 

whether he, of course, as a physician, is familiar with 
the various drugs that are used _—— 
[115] The Court: I understand, but don’t show him 
a patent because the patent has a complicated formula. 
I presume he knows chemistry, but, after all, he is not 
an expert chemist. 
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Mr. ScHnewer: I think our purpose has been 
served. 

The Court: I think you better reframe your ques- 
tion. 

Mr. ScHNEWwER: He said he is not familiar with the 
compound, so we can let it go at that. | 

The Court: I suppose you really have enough. 


By Mr. ScHNEDER: 


Q. You stated, Professor Deniker, that there were 
three areas of mental illness in which this monochlor- 
imipramine was useful. The second, as I recall was 
apathetic schizophrenia. 


The Court: Don’t give him all this prelude; just ask 
a question. | 

Q. Can you tell us what is meant by apathetic 
schizophrenia ? 


The Courr: We don’t want to go into that. I re. 
sume it is form of schizophrenia. That is enough for 
this purpose. 

[116] Mr. Scunemer: The only think is there are 
some forms that this drug is useful in and others that 
it isn’t, Your Honor. 

The Court: Very well. I think I will change. my 
ruling. | 

What is meant by apathetic schizophrenia ? 

The Witness: Those schizophrenics where the 
symptoms are essentially in deficit. 
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Q. Can we explain their behavior? 

A. This is easier. Those are patients which are essen- 
tially inert, retiring, and who refuse any activity and 
any participation in socal life. 

Q. Are ant-depressant drugs used in the treatment 
of this type of schizophrenia? 

A. Yes. 

Q. Is chlorimipramine used ? 

A. The chlorimipramine has given us interesting re- 
sults in this particular field. 

Q. Is imipramine used in this field? 

A. All the anti-depressives could have been used for 
the treatment of these symptoms, but in conjunction 
with stimulants, because if we do not take this precau- 
tion of adding [117] stimulants there is a risk of hav- 
ing a cycle of agitation and a crisis of delusions. 

Q. Professor Deniker, would you like to reconsider 
whether it is stimulants that are used with these anti- 
depressant drugs? 

A. No, it is tranquilizers which are used at the same 
time with the anti-depressives. 

Q. Will you compare the two drugs chlorimipramine 
and imipramine in their use in the treatment of this 
type of schizophrenia ? 

A. The new compound, namely, chlorimipramine, 
could have been administered in many cases without 
the help of any additional drugs and the quality of the 
results, that is, the quality of the social rehabilitation, 
has seemed to us distinctly superior to anything 
achieved with other anti-depressants. 
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Q. Do the tranquilizers which you have referred to 
before have side effects? | 


The Court: I don’t think we want to go into that. 
That is a little far afield. 


By Mr. Scunemrr: 


Q. You also referred to the treatment of neuroti¢s 
with chlorimipramine, Professor Deniker. Can you 
tell us why [118] chlorimipramine is especially useful 
in this field? 

A. The cases of severe neurosis comprise the — 
sive compulsion. These eases resist enormously psycho- 
therapeutic as well as chemical therapeutic, and this 
is why we believe that the progress which has been 
made with chlorimipramine is significant. | 

Q. How does the dosage of chlorimipramine and 
imipramine compare ? 

A. The dosage of chlorimipramine is slightly less 
than half of that of the i imipramine. 

Q. Professor Deniker, I show you an article by 
Kuhn, Defendant’s Exhibit 4. Are you familiar — 
this article? 

A. Ihave read its translation into French at the time 
when it appeared. 

Q. Do you find anything in this article which would 
suggest that chlorimipramine would have — 
sant properties ? 


The Courr: I think this is cumulative. You as 
got that from the other witness. Anyway, it reads for 
itself. 
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Your Honor. 


The Court: Very well. Any cross-examination ? 
Mr. Armore: Just a few questions, Your Honor. 


[119] Cross-EXaMINATION. 


By Mr. ARMORE: 


Q. Dr. Deniker, you stated that the—— 

The Court: Just ask questions without summarizing 
his testimony. 

Q. Has your research established that the chloro 
compound is a substitute for electroshock? 

A. Yes. 

Q. I understood you to testify that that was the 
purpose of the research but it had not yet been es- 
tablished. 


The Court: Don’t tell him what you understood; 
ask him some questions. You can ask him has it been 
established, already established, or is that only an aim 
to be established in the future. 


Q. Has it been definitively established that the chloro 
compound is a good substitute for electroshock, or is 
this simply the objective of your research? 

A. We are going to publish in the next trimester the 
' results of our studies showing that we have been able 
to replace electroshock with chlorimipramine treat- 
ments. 

Q. Do you have any clinical data present in court 
showing actual tests that were made, the conditions of 
the tests, and the results? 
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[120] A. No, I do not have it. The publication is 
just in the process of being prepared. 

Q. Were controls used in any of the projects that 
you made? | 

A. The patients were their own control because 
these have been patients which we have followed for 
many years and which we consider, as it is called i 
French, follow-up studies. 

Q. Did you use other groups of patients who were 
given non-pharmacologically active compounds simul- 
taneously with these tests as a control? 

A. We have definitely rejected the use of inert sub- 
stances in cases of depressed patients for ethical and 
medical reasons. 

Q. Did you simultaneously test groups of patients 
with other known anti-depressants in order to make 
parallel observations with the monochloro compound? 

A. This has never been done simultaneously, oa 
either previously or afterwards. 

Q. What percentage of the patients that you treated 
with the one chlorine drug showed no response? | 

A. About 20 percent. 

Q. Would you consider imipramine a very highly 
effective anti-depressant drug? 
[121] A. Yes. | 


Mr. Armore: That is all, Your Honor. Thank you: 
Mr. Scunewer: No further questions. | 
The Courr: You may step down. Thank you. 
Does the plaintiff rest? 
Mr. Scunemer: Yes, the plaintiff rests. | 
Mr. Arsore: The defendant tests, Your Honor. _ 
The Courr: I will be very glad to hear a brief sum- 
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' ming up in the morning if you would care to make an 
oral argument. 

I think—and this I am addressing to all three counsel 
| —I hope that you will be able to get this information 
for me by 10 o’clock tomorrow morning. I want to be 
; Sure whether under the present regulations of the Food 
| and Drug Administration—I think that is the name of 
| the organization—the mere fact that a drug is patented 
' in this country, whether that is sufficient to permit the 
i drug to be used or whether it still has to receive a per- 
| mit after an investigation by the Food and Drug Ad- 
' ministration. I am inclined to the view that it is the 
: latter, but I want to be sure. I think that would be 
very important for me, Mr. Smith. 

Mr. SmitH: Yes, Your Honor. 

The Court: I hope you can find this out between 
[122] now and 10 o’clock tomorrow morning. 


* * * * * 


; [123] I will read over the testimony overnight. I 
: think I would rather take the printed record with the 
joint appendix than the typewritten record. 

I want to say that I was very much impressed by the 
| testimony of Dr. Garonne and Professor Deniker. 


(At 4:00 p.m. trial stood in recess, to reconvene 10:00 
a.m., January 12, 1967.) 


* * 
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Mr. Scunemer: May it please the Court, the issue 
in this case is whether the new anti-depressant com- 
pound defined in claim 8 of the Schindler application 
would be obvious from the compounds shown in the 
prior art. 

As Your Honor appreciates, the claimed compound 
contains one chlorine atom in the molecule. The prior 
art shows compounds with no chlorine atoms and com- 
pounds with twice as many chlorine atoms. 

Whatever may be the structural similarities ree 
the prior art compounds and the claimed compound, 
however, this is only one side of the story. Properties 
as well as chemical formulas must be considered on! 
the question of obviousness. | 

The record shows that the prior art compound having 
two chlorine atoms is useless as an anti-depressant and 
that while the prior art compound having no chlorine 
can be used in the treatment of depression, the claimed, 
compound acts twice as fast, is administered in half 
the dosage, has less side effects, and can be used in 
places where the prior art compound cannot be used, 
such as to replace electroshock treatment. 

There is nothing at all in the art which would [132] 
suggest that these benefits could be obtained by intro- 
ducing a limited amount of chlorine into the molecule. 
On the contrary, all the indications are, or were, that 
the presence of chlorine tended to suppress anti-de- 
pressant effect. 

Thus we believe the compound is unobvious and it 
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| is patentable and we ask the Court to make a find- 
ing and enter a judgment to that effect. 


DEFENDANT’S CLOSING ARGUMENT 


Mr. ARMORE: May it please the Court, as I have in- 
| dicated with respect to the effect of the Food and Drug 
statute, the Food and Drug statute does not apply to 
: compounds sold within one state; and as I have in- 
dicated, licenses are frequently granted to manufac- 
| turers within one state and consequently permission 
need not be granted or there need not be compliance 
| with the Food and Drug regulations in order to sell 
_ the drug within a given state, as frequently happens. 
The Compound under consideration by the Court 
| contains one chlorine atom. That compound has been 
| rejected in the Patent Office over a reference to Schind- 
: ler et al, which discloses the same compound having two 
chlorine atoms. 

This disclosure in Schindler et al is not a vast dis- 
| elosure of a huge number of compounds because the 
Schindler et al patent, in example 2, specifically shows 
| that compound, [133] names it and gives the structural 
formula, the two chlorine compound. 

The Court: Where is that? 
| Mr. Armore: The Schindler et al patent, and I refer 

the Court to Schindler et al, in column 2, at the bottom 
of column 2, example 2 specifically shows the struc- 
tural formula of the two chloro compound and names 
it on the next page. 

There are only two compounds in Schindler et al 
| that are specifically disclosed by structural formula 
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and by name and there are only two examples, example 
1 and example 2. 


This is not a haphazard accidental disclosure. This 
is a clear, express, specific disclosure to the art. 

Furthermore, Schindler et al says that the two chloro 
compound, as well as the other compounds, have an 
effect in the treatment of certain forms of mental dis- 
orders, without specifying the mental disorders. I 
refer the Court to column 1, starting at line 37, where 
the pharmacological properties of the Schindler et al 
compounds broadly are stated. Opposite line 40 in 
column 1 of the Schindler et al patent it indicates that 
Schindler et al compound is useful in the treatment of 
certain forms of mental disorders. 

Now the secondary reference relied upon is the [134] 
Australian patent. The Australian patent discloses 
a class of compounds which correspond exactly to the 
class of compounds in Schindler et al and to the specific 
compound in Schindler et al. The Australian patent 
in fact indicates that these types of compounds may 
either be one halogen substituted or two halogen sub- 
stituted. 

Now the testimony indicates, and also the Australian 
patent shows, very significant pharmacological proper- 
ties for the compounds disclosed there. 

The Court: I don’t understand your point. You 
contend now that the formula contained in example 
2 of the Schindler patent is the same as the compound 
of the application in suit. Isn’t there a difference—— 

Mr. Armore: Only one difference, Your Honor. 
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The Court: Only. Sometimes one little difference 
makes all the difference in the world. 

Mr. ArmorE: That is the difference I am concentrat- 
ing on. The only difference is it has an additional 
chlorine atom. So that the Schindler et al compound, 
the two chlorine compound in example 2, has the main 
nucleus of the compound substituted with two chlorine 
atoms. The claimed compound has the main nucleus 
substituted with one chlorine atom. 

That is the difference between the claimed compound 
[135] and the Schindler et al example 2 compound. 

The Court: That is why you don’t claim that as an 
anticipation, I presume. 

Mr. ArmorE: Precisely, Your Honor. 

The Court: Now, then, on what do you base your 
contention that it was an obvious thing to eliminate 
one chlorine atom? 

Mr. ArnmorE: Simply on this: because the Australian 
patent shows a large class of compounds which may 
have one halogen, that is, one chlorine, or two chlorine 
atoms in the basic nucleus. The Australian patent 
shows a similar class of compounds which may have 
one halogen, that is, one chlorine atom, or two halogens, 
that is, two chlorine atoms. 

Furthermore, the Australian patent also shows im- 
portant pharmacological properties. 

Furthermore, the testimony of the witness is that 
the Australian patent discloses a large number of com- 
pounds comprehended by that class. 

The Courr: Thousands. 

Mr. ArmMore: Thousands, millions. 
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Therefore, Your Honor, I submit the art knows that, 
viewing the Schindler et al compound shown to have 
certain undesignated efficacy for mental conditions, the 
art [136] knows from the Australian patent, showing 
thousands or millions of compounds which may be 
either one chlorine substituted or two chlorine sub- 
stituted, it would suggest to the art that the two chlorine 
Schindler et al compound may be one chlorine substi- 
tuted. 

The Court: I would be inclined to hold with you if 
the Australian patent, say, covered a dozen different 
compounds and it was just a question of trying each one 
of the dozen, experimenting and finding which one was 
best. I would say that would be a product of mechanical 
skill. 

But when you have a disclosure of thousands of 
possibilities the selection of the particular possibility 
may involve the use of the inventive faculty, may it not? 

Mr. ArMmorE: Not in this ease, Your Honor. As a 
matter of fact, in this case the fact that there are many, 
a vast number of possible compounds comprehended 
by the Australian patent is indicative of the fact that 
the art has taught that a large number of compounds 
may have either one chlorine atom or two chlorine 
atoms and yet have substantially the same properties. 

The Courr: May I interrupt your train of thought 
with a question. Something was said yesterday about 
failure to disclose the use of this compound in the ap- 
plication. Well, [137] im going over all of this material 
last night I notice this statement in the application. It 
is one page 2 of the application and it states that the 
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substances covered by the application may be used 
for the treatment of certain forms of mental disorders, 
in particular, depressions. 

Isn’t that a disclosure of a purpose, for use in de- 
pressions ? 

Mr. ArmorE: Your Honor, the reason that contention 
was made is because this particular use is one of ten 
uses which have been disclosed. A variety of uses have 
been disclosed; but these uses have been disclosed not 
just for the claimed compound, these uses were dis- 
closed for the class of compounds shown on page 1 of 
the application. 

The Court: I understand, but how can it be said 
that the applicant failed to disclose the use of this com- 
pound for depressions in the light of this statement? 

Mr. ArMoRE: Because in the preceding portions of 
the same paragraph among the uses—— 

The Courr: I have read the whole thing, naturally. 

Mr. ARMoRE: —among the uses are sedative. And 
the evidence in the record shows that a compound that 
is sedative has an entirely opposite effect—— 

The Court: Mr. Armore, I am sure you would not 
[138] contend that because a dozen uses are disclosed of 
an invention that therefore no use is disclosed ? 

Mr. Armore: No, I don’t contend that, Your Honor. 
What I do contend is that if mutually inconsistent uses 
are disclosed —— 

_ The Court: Maybe his contention is wrong, but he 
does disclose it is useful for depressions. 

Mr. Armore: A large number of compounds have a 
large number of properties. Two of those properties 
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are antithetical, actually mutually exclusive, sedative 
on the one hand and anti-depression is a stimulant—— 

The Court: His argument may be entirely wrong, 
but he informs the public that my medicines covered 
by this application can be used in depressions. So I am 
not goint to hold that he does not disclose use. 

Mr. Armore: I really shouldn’t argue that point 
because the Court of Appeals has already decided that 
there is a disclosure of anti-depressant. 

The Court: But this matter was repeated several 
times yesterday. 

Mr. Armore: I don’t believe I pressed that point, 
Your Honor. 

The Court: Well, maybe not. 

[139] Mr. Armore: Because the Court of Appeals 
agreed with what you said. 

The Court: Maybe it was in the brief. I know I saw 
it somewhere. 

In other words, you are not pressing that point. 

Mr. Armore: I am not pressing that point, Your 
Honor. 

The Covrt: Fine. 

Mr. Armore: However, I am pressing the point, and 
I would like to repeat this point just once if I can, the 
fact that the Australian patent covers a large number 
of compounds is even more indicative of the obvious- 
ness of the claimed compound in view of the fact that 
the Australian patent discloses a large class of com- 
pounds which have significant pharmacological prop- 
erties which overlap the pharmacological properties 
disclosed in Schindler et al, and all of these compounds 
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are either one substituted or two substituted, can be 
one chlorine or two chlorine. 

Hence, it would be obvious to one of ordinary skill 
in the art, viewing the two chloro compound of Schind- 
ler et al, that one of those chlorines can be omitted in 
view of what the Australian patent teaches. 

The Court: Very well. 

Mr. Armore: That is one position that has been 
[140] taken. 

The Court: Now is there anything else? 

Mr. Armore: Yes, Your Honor. 

The second point I want to make is that we also rely 
upon the patent which was introduced into evidence 
yesterday, Haefliger et al, which shows that the non- 
chlorinated compound is old in the art; that is, imi- 
pramine. 

The Court: In other words, you have on one side two 
atoms of chlorine, on the other side you have no chlo- 
rine at all, and the plaintiffs’ compound is in between; 
is that it? 

Mr. Armore: Well, that may be one view, Your 
Honor. Another view is simply comparing the piain- 
tiffs’ compound with the no chlorine compound. The 
plaintiffs’ compound has one chlorine atom, the other 
compound has none. 

The Court: I always like to reduce contentions to 
simple terms. Perhaps I am a simple person. Is it 
your contention that since a compound with two chlo- 
rine atoms was known and a compound with no chlo- 
rine atoms was known, that it was no invention to 
produce a compound with only one? 
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Mr. Armore: That would be one point. 

The Court: What is your other point? State it 

simply. You are not arguing before a group of chem- 
ists. This is not the Board of Appeals of the Patent 
Office. 
[141] Mr. Anmore: My other point, Your Honor, is 
that since a compound with one chlorine atom is known 
—since a compound with one chlorine atom is claimed 
and it is shown to be an effective anti-depressant, and 
since a compound with no chlorine atoms was well 
known in the art as an antidepressant, there is no 
patentable distinction between the one chlorine—— 

The Court: You are saying the same thing that I 
said, only in many more words. 

Mr. AnmMorE: Except that I am eliminating con- 
sideration of the two chlorine compound in this state- 
ment. 

The Court: Well, you can’t eliminate it. 

Mr. Armore: Considering a rejection based only on 
the non-chlorine compound. 

The Courr: Very well. Now is there anything else? 

Mr. Armore: Yes, Your Honor. 

With respect to the evidence that has been adduced, 
I would like to make a few comments, if I may. The 
only evidence before the Court of comparative tests 
between the two chlorine compound and the one chlo- 
rine compound which is claimed, the dichlorine com- 
pound of example 2 of Schindler et al and the one 
chlorine compound, the only evidence before the Court 
of comparative tests is the testimony by Poldinger 
[142] which was submitted originally in the form of 
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an affidavit. That evidence was not submitted -yester- 
day; it is previously submitted. In that evidence the 
tests consisted only—the evidence consisted only of 
testing ten patients with the dichloro compound. 

The Court: What evidence are you referring to? 

Mr. Armore: The evidence by Dr. Poldinger which 
was submitted —— 

The Court: Let’s omit that. I am interested in the 
oral evidence introduced yesterday. 

Dr. Garonne had 100 cases and Dr. Deniker has used 
this compound for four years in the Paris Hospital. 

I agree with you that the Patent Office was right 
in its decision on the evidence presented to it because I 
think the evidence presented to the Patent Office was 
inadequate and if I had to decide this case on the evi- 


dence presented in the Patent Office I would uphold the 
Patent Office. Unfortunately or fortunately under the 
peculiar provisions of 35 U.S. Code 145 additional 
evidence is permitted. I don’t know of any other ad- 
ministrative proceeding where a court can take addi- 
tional evidence that was not before the administrative 


agency. 

Mr. Armore: Your Honor, I submit that the testi- 
mony [143] by Dr. Garonne and Dr. Deniker have ab- 
solutely no probative significance, for this reason—— 

The Court: Isn’t that a rather extreme position? 

Mr. Armore: It is a position that is substantiated 
by the prior decisions of this and other courts, for this 
reason: Dr. Garonne testified with respect to an affi- 
davit showing tests on 23 patients. This related to an 
affidavit submitted in the Patent Office. With respect 
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to those tests he showed absolutely no use of controls 
whatsoever. Prior decisions of —— 

The Court: I don’t want you to say another word 
about his old affidavit because it is not sufficient. It is 
just a waste of time. The question is the sufficiency of 
the evidence introduced yesterday. 

Mr. Armore: The evidence that was troduced 
yesterday with respect to the testing of 100 patients by 
Dr. Garonne, with respect to the testing of 150 patients. 
by Dr. Deniker, I submit that in view of the absence 
of actual clinical experimental data this testimony 
generally amounts to nothing more than conclusions’ 
as to the efficacy of the monochloro compound. | 

I would like to refer Your Honor to a decision by, 
this Court in the Commonwealth Engineering Com- 
pany case, which [144] Your Honor has referred ‘o 
where similar types of testimony were presented and in 
which the Court said, “‘Such general conclusion is of 
no value as evidence.” Now in that case, too, there 
were mere conclusions as to results. In both eases—— _ 

The Court: These are not mere conclusions. The two 
together testified concerning several hundred specific 
cases. 

You cannot say merely because the testimony was 
oral instead of by records of the individual experi- 
ments, that therefore it was conclusions. That does not 
make it conclusions. | 

I will tell you what would have been a conclusion, 
if he just said, I think this is a good medicine, then that 
would be:a conclusion and I would ignore it. 

But the testimony was that one doctor said he tried 
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it in 100 cases, the other said 150 cases, and that in all 
but 20 or 25 percent it was effective. 

We know that no medicine of any kind is effective 
in 100 percent of the cases. You or I might have a bad 
cold and we might be given a prescription of a cold 
medicine and it might not help us. That does not mean 
that the medicine is not any good. 

So that when the doctor reports successful results 
[145] in 80 percent of 250 cases, plus the fact that they 
have been using this in lieu of electric shock treatment 
for four years, that is not a mere conclusion. 

I agree with you that mere conclusions are not 
enough. 

Mr. Armore: May I suggest, Your Honor, that the 
statements that this drug was tested on several hundred 
patients and that the drug was found to be effective, 
without supporting evidence as to the conditions of the 
patients before tests, the conditions of the patients 
after tests, the dosage, the matter of observation, would 
indicate that the statements made by the witnesses in 
effect amount to mere conclusions. 

The Court: No, they are not mere conclusions. You 
might criticize their probative value, but we have to 
do some clear thinking. This is not a conclusion. 

Mr. Armore: I submit, Your Honor, that they would 
have little probative value in the absence of actual 
clinical data supporting the conclusions which they 
have made. 

The Court: Well, it might have been better if they 
had brought clinical data from Europe with them, but 
hindsight is always better than foresight. 
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Mr. Armore: There are many instances, Your 
Honor, in which clinical data is presented and coneln- 
sions are [146] presented at the end of the clinical data, 
just as appears in the Garonne affidavit, where it is 
quite apparent that the conclusions whieh are drawn 
by highly skilled, highly reputable respected scientific 
authorities do not jibe with the actual clinical data 
preceding those conclusions. 

I submit, therefore, that a mere conelusion that 100 
patients were tested and the effect was found to be 
good is not a sufficient basis for drawing a conclusion 
for efficacy because it may be that if the actual data 2 as 
to these various patients were examined they might 
not support the conclusions made by these witnesses. 

Furthermore, may I also point out that these wit- 
nesses stated that imipramine, the non-chlorinated 
compound which is so closely related to the claimed 
compound which has one chlorine atom, these wit- 
nesses, especially the last witness, also said that imi- 
pramine is a very highly effective anti-depressant. Now 
that witness further stated that imipramine may not 
be quite as effective, but the fact of the matter is that 
they both exhibit the same identical properties; and as 
Your Honor knows and as the witnesses have indicated, 
it is known in the art that when you make a slight 
change in the molecular structure of a compound you 
would expect to retain the same basic properties but 
you also would expect [147] some changes to oceur. 
And these changes that oceur are not beyond the realm 
of expectation in view of the fact that both imipramine, 
the prior art non-chlorinated compound, is an effective 
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| anti-depressant and the claimed compound is an effec- 
tive anti-depressant. 

One more word, if I may say so. 

The Court: Surely. 

Mr. Armore: In none of this testimony yesterday by 
| either Dr. Garonne or Dr. Deniker was there any suffi- 
' cient testimony as to the use of controls. 

The use of controls is an important factor in valid 
scientific testing. 

The Court: Just what do you mean by controls? 

Mr. ArmMore: By the use of controls I mean this, 
Your Honor: I mean that frequently a drug is adminis- 
tered, the patient knows he is getting the drug, the 
doctor knows he is getting what drug, and both the 
patient and the doctor see effective results. Scientific 
testing, however, requires that side by side with the 
| patient who is given the drug which is being investi- 
gated there be another patient who is given no drug 
but exhibits the same symptoms, and there be another 
patient who is given a placebo, a pill which is pharma- 
| ecologically inert, or that there be another patient 
| [148] who is given a standard drug for that condition. 
| For example, there is no evidence of side by side test- 
| ing between the monochloro compound, which is shown 
' to be an anti-depressant, or imipramine, the unchlo- 
| rinated compound, which also has been conceded to be 
a very effective anti-depressant. 

: The Court: Suppose another compound is equally 
good, does that detract from the patentability of this 
compound ? 

Mr. Armore: Yes, Your Honor, it does if the dif- 
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ference in structure is very small and both compounds 
are equally good, then the compound which is being 
claimed is unpatentable. 

The Count: For instance, there are probably hun- 
dreds of medicines for colds. Let’s assume that they 
are all equally effective. They can all be patented if 
they comply with the patent law. 

Mr. Armore: Only if the other compound is not 
obvious from the prior art compound. 

The Court: Yes. 

Mr. Armor: If the other compound merely ee 
to a small change in chemical structure, then it would 
be obvious, unless that compound exhibits some signifi 
cantly different property. 
[149] In this case the prior art compound I am talk- 
ing about now is imipramine, the non-chlorinated com- 
pound. It has not been tested side by side with the 
claimed compound. No controls were used. Conse- 
quently, I submit that the present compound is un- 
patentable. 

Thank you, Your Honor. 

The Court: Do you wish to say anything in reply? 

Mr. ScHneweR: I just have a few points, Your 
Honor. 


Puaintirfs’ ResutraL ARGUMENT | 
| 


Mr. Scunewer: First of all, as to the disclosure of 
the Schindler patent, the two chlorine patent, Mr. 
Armore said that the patent discloses the use of that 
compound in the treatment of mental disorders broadly 
without specifically referring to depression. I merely 
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call attention to the fact that there are quite a number 
| o£ other mental disorders than depression and some 
_ of these are treated by tranquilizers, which are quite 
different from the—— 

The Court: I have to hear so much psychiatric testi- 

‘mony I don’t want to hear any more if I can avoid 
it. 

Mr. ScHNEmeER: Yes, sir. 

The Court: I know of course there are numerous 

, mental disorders and depression is only one of them. 
[150] Mr. Scunemer: The second point was to point 
out that we have introduced evidence as to the natural 

results of combining the Australian patent and the 
| Schindler et al patent, which is to put the tail of the 
| Australian patent onto the body of the Schindler pat- 

‘ent, and we have pointed out that all of those com- 
pounds are without activity so far as depression is 
concerned. 

Finally, as to the testimony of Doctors Garonne and 
Deniker on the question of controls, I think that Dr. 
Deniker pointed out very well his view. He said from 

| @ practical and an ethical viewpoint he does not use 
controls. I think that the point is these people are 

' sick and you have to treat them in the best way you 
can and it is not a laboratory animal. 

I think that is all I have, sir. 

The Court: I mislaid my note yesterday which gave 

' the name of this medicine in short. Would you write 

' it out for me and hand it up to me now? 

Mr. Scxunemer: Yes, sir. 

Mr. ArMore: Your Honor, may I make two points, 
please? 
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The Court: Surely. 

Mr. Anmore: Your Honor raised the question if two 
[151] compounds exhibit similar properties, why one 
compound is not patentable over the other. There are 
a number of decisions by the Court of Customs and 
Patent Appeals which hold that closely related com- 
pounds are not patentable over prior art compounds 
unless they exhibit significantly different properties. _ 

The Court: Provided the step was obvious. : 

Mr. Anmore: I am talking about closely related com: 
pounds in chemical structure. 

The Court: I mean provided the difference in struc 
ture was obvious. 

Mr. Armore: If they are are closely related, Your 
Honor, the difference in structure is considered by a 
chemist to be obvious. If you just add one chlorine 
atom or you subtract one chlorine atom the difference 
in chemical structure to a chemist is obvious. 

Does Your Honor want me to cite those decisions? 

The Court: No. | 

Mr. Armore: The last point, may I make the last 
point, on the matter of controls. I have two decisions 
I would like to bring to the Court’s attention. One is 
a decision in In Re Soli, 50 CCPA 1289. I have the 
F. 2d citation, 317 F. 2d 941. In that case the Court 
specifically took [152] judicial notice of the use of con- 
trols in various experimental procedures. 

Another decision, the last one, on controls, In Re 
Irons—— 

The Court: What kind of a case was it? There are 
different types of controls and different kinds of cases. 
You can’t always use controls. 
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Mr. ArMore: Your Honor, you can always use con- 
' trols by applying a standard drug, you can always use 
controls by using a patient who has been given no 
_ drug, you can always use controls by giving a patient 
a placebo, a sugar pill or a salt injection. 

The last case on controls, and this is my last point, 
| is In Re Irons, 342 F. 2d 80, also 52 CCPA 938. 


| he Court: I don’t want the CCPA decisions. I have 
the F. 2d. 
| . Mr. Armore: In this case the Court considered anti- 
| arthritic drugs and the clear implications of this de- 
| eision are two: One, that the number of patients treated 
: must be statistically significant, there must be enough; 
| secondly, that there must be some reasonable controls 
' present in order to determine whether the tests have 
scientific validity. 
Think you, Your Honor. 


[153] OPINION OF THE CoURT 


The Court: This is an action against the Commis- 
sioner of Patents to authorize him to grant a patent on 
/ an application that he has rejected. The application 
_ was presented by Walter Schindler and another on 
| December 4th, 1959, Serial No. 857,274. 
| This action was originally tried before another 
| Judge of this Court and resulted in a judgment for 
_ the defendant. In reaching his decision the Trial Judge 
excluded from consideration certain evidence that 
i had been introduced at the trial in behalf of the plain- 
| tiffs concerning tests on the compound involved in the 
application. 
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The application relates to a medicine intended for 
use in mental diseases, specifically, conditions of de- 
pression. 

On appeal taken by the plaintiffs the Court of 
Appeals disagreed with the Trial Judge and held that 
the evidence should have been considered. Accordingly, 
it remanded the case to this Court for the purpose of 
considering the evidence that was introduced at the 
trial and hear any further evidence that it saw fit to 
permit to be adduced and, finally, to make any findings 
of fact and conclusions of law. 

First, there was evidence introduced in the form 
[154] of affidavits before the Patent Office as to certain 
tests with the compound in question, with a view to 
showing its efficacy. The Examiner held that the affi- 
davits were insufficient to demonstrate the efficacy of 
the medicine. His rejection of the application was 
affirmed by the Board of Appeals. 

If the record before this Court consisted solely of 
the record before the Patent Office this Court would be 
inclined to sustain the decision of the Patent Office. 
Additional evidence was introduced at the first trial of 
tests performed on patients, with a successful result. 
The Court has doubt whether that evidence, too, is 
sufficient to justify the conclusion of efficacy of the 
medicine, but the sufficiency vel non of that particular 
evidence need not be determined because at this hearing 
further evidence was introduced which the Court con- 
siders highly impressive. 

The medicine involved in this case is chlorimipra- 
mine and is administered to patients ‘suffering from 
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depression for the purpose of counter-acting the de- 
pressive state. 

Dr. Gaston Garonne, who is the head of the Psy- 
chiatry Department of the University of Geneva and a 
consultant of a cantonal hospital in mental matters, 
testified [155] that while in his original affidavit before 
the Patent Office he cited only 23 cases in which the 
medicine has been used, he has since that time used it 
in 100 additional cases with an efficient result. He testi- 
fied that the medicine was not successful only. in 15 or 
20 percent of the cases. He also testified that there were 
less side effects than is expected or caused by other 
compounds at times and that such side effects as occa- 
sionally existed were not dangerous. 

Dr. Pierre Deniker, Professor of Psychiatry at the 
University of Paris, testified that he and a research 
group working under him had administered the medi- 
cine involved in this application to 150 patients and 
that its action is remarkable in treating severe depres- 
sant states, apathetic schizophrenia, and severe neu- 
roties. He testified that, in addition, at the hospital of 
the University of Paris the medicine has been regularly 
used for four years last past and several hundred 
patients were treated with it with success. He further 
stated that in only about 20 percent of the cases did the 
medicine fail to result in success. He further testified 
that this medicine can be used, in his opinion, in place 
of electric shock treatment and that it is gradually dis- 
placing electric shock treatment at the hospital of the 
University of Paris. 

[156] The Court is convinced that this evidence is 
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ample to demonstrate the efficacy of the compound in- 
volved in this application and the Court reaches this 
conclusion with due regard to its own observations in 
Isenstead v. Watson, 157 F. Supp. 7, and in Common- 
wealth Engineering Co. v. Ladd, 199 F. Supp. 51, 
affirmed 113 App. D.C. 53. These observations are to 
the effect that great care and scrutiny should be par- 
ticularly taken in connection with applications for 
medical patents since the granting of such a patent 
gives a kind of official imprimatur to the public to the 
medicine in question on which as a moral matter some 
members of the public are likely to rely. To be sure, 
the Court of Customs and Patent Appeals, by a divided 
vote, took a different view of this particular point, the 
majority reaching the conclusion that the considera- 
tions to which this Court had occasion to refer should 
not be taken into account. This is one of several in- 
stances in which the District Court and the Court of 
Appeals, on the one hand, and the Court of Customs 
and Patent Appeals, on the other, differ on questions 
of patent law. Application of Hartop, 311 F. 2d 249. 

As just stated, the Court fully took into account its 
expressions as to caution that should be used in grant- 
ing medical patents but, and I repeat, here the evidence 
is ample [157] and strong to the effect that this medi- 
cine is efficacious, and the number of cases in which it 
has been successfully used is sufficiently large to justify 
such a conclusion. 

It is urged, however, that the invention is obvious 
and therefore not patentable, since a similar compound 
is disclosed in a patent to Schindler, the same patentee 
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as this applicant, issued on November 19th, 1957, 
2,813,857. Among other things, that patent discloses a 
formula very similar to that of the compound here in 
question, the distinction being—and the only distinc- 
tion—that the compound of the prior art contains two 
atoms of chlorine, whereas the compound of the appli- 
cation contains only one atom of chlorine. Offhand, the 
difference appears slight and the Patent Office was 
fully justified in reaching the conclusion that the in- 
vention was obvious in the absence of sufficient evi- 
dence that the compound of the application enabled 
the obtaining of superior results. The testimony of 
Dr. Garonne and Dr. Deniker, especially that of Dr. 
Deniker, was very strong in showing the superior 
efficacy of the applicant’s compound. He testified that 
he knows of no other chemical that can be used as 
successfully for the same purpose. 

It is not contended, of course, that this is the only 
medicine that can be used for conditions of depression. 
[158] The contention is that this is so far superior to 
other medicines for the purpose that it is being regu- 
larly used and even to the extent of supplanting electric 
shock treatment, which of course is a drastic treatment 
and if a treatment less drastic in nature can be sub- 
stituted the result would be highly desirable. 

There is a suggestion that the difference is one of 
degree. In one way all differences are differences of 
degree, but the difference in degree in this case is so 
large and so far reaching as to be equivalent to actually 
a new result. It has been held again and again that 
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when a new result is obtained only a slight difference in 
structure is sufficient to justify patentability. Judge 
Learned Hand held that on a number of occasions in a 
couple of leading eases. 


The Patent Office was not in a position to pass upon 
the evidence that was presented before this Court. It 
may well have been that the patent would have been 
allowed had all of this evidence been submitted to the 
Patent Office. The peculiarities of the procedure under 
35 United States Code 145 are, however, that new and 
additional evidence may be submitted before the Court 
that was not available to the Patent Office. In this 
instance, of course, much of the evidence presented at 
this hearing could not have been [159] presented to the 
Patent Office because it did not exist at the time. Many 
of these tests and developments which I have already 
summarized have taken place since the action of the 
Patent Office. 

While I reach the conclusion, therefore, that the 
invention was not obvious and has far-reaching effi- 
cacy, I am not reversing the decision of the Patent 
Office because I am acting solely on the basis of addi- 
tional evidence. I am not disagreeing with the Patent 
Office on the record that was before it. 

This Court, therefore, concludes that the plaintiffs 
are entitled to a patent on claim 8 of their application, 
which is the claim in suit, and judgment will be ren- 
dered accordingly. 

You may submit proposed findings of fact and con- 
clusions of law and a proposed judgement. 


4 
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The Court wishes to say it is indebted to all three 
counsel for a very able as well as interesting presenta- 
tion of this unusual case. 


(The trial stood concluded.) 


REPORTER’S CERTIFICATE 
Certified as the official transcript of proceedings. 


GerRaLD NESBITT, 
Official Reporter. 
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[2] PROCEEDINGS 


Mr. Armore: Your Honor, I represent the Defend- 
ant in Schindler vs. Commissioner of Patents, Civil 
Action No. 3068-63. 

The Defendant indicates with respect to Proposed 
Findings submitted by the Plaintiffs that those find- 
ings are insufficient and that two additional findings 
should be made. 

As your Honor may recall, this case was remanded 
by the Court of Appeals to the District Court. 

The Court: I recall it very well, because it was some- 
what unusual. 

Mr. Armore: Yes, your Honor. The Court of Ap- 
peals remanded the case for the reason—— 

The Court: Will you pardon me just a moment. Let 
me read the Proposed Findings submitted by the 
Plaintiffs. I always believe that the prevailing party 
has the prior right to prepare findings. 

I am going to strike out Conclusion of Law No. 5. 
That is argumentative. 

Now Mr. Armore, I will look at your Proposed 
Findings. 

Now, insofar as they go, do you have any objection 
to the Plaintiffs’ Findings ? 

[3] Mr. Armore: No objection. 

The Court: But you want to add something else? 

Mr. Armore: I would add two additional findings. 

The Court: Very well. Let me look at them. Where 
are your additional findings? 

Mr. Armore: In the memorandum. 
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The Courr: You didn’t submit findings in a separate 
document? I see. 

Mr. Anmore: No, your Honor. I combined them with 
the memorandum. 

The Court: Well, I am not going to find No. 1 and 
No. 2 because you practically are asking me to weaken 
my own decision. 

Mr. Armore: Well, your Honor, the reason that we 
asked that these findings be made is because the man- 
date from the Court of Appeals indicated that findings 
had not been made on those two points before, ee 
consequently _—— 

The Court: I am practically treating this as a — 
trial. I am not going to make that finding because I 
don’t think that the evidence justifies either of them. 

Mr. Armore: May I make one point more, your 
Honor? 

The Court: Yes, sir. 

Mr. Armore: Those findings are taken from the [a 
opinion that the Court has rendered in this ease. ! 

The Court: I have not said this. I did not say that 
the evidence would indicate that it was obvious. Did I 
say that in my opinion ? 

Mr. Armore: You did not say that, your Honor, but 
you did say this. May I say this? I am reading from the 
transcript of your opinion, your Honor: “If the record 
before this Court consisted solely of the record before 
the Patent Office, this Court would be inclined to 
sustain the decision of the Patent Office, which was 
that the”—— | 
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The Court: That’s an opinion. Opinions are not part 
of findings. I decline to make the finding. 

Mr. Agmore: Thank you. 

The Court: Now, as to No. 2, No. 2 is completely 
contrary to what I deemed the evidence justifies. 

Mr. Anmore: No. 2 refers only to the evidence in the 
first trial, and your Honor said in your opinion—— 

The Court: I have treated all the evidence as one. I 
am not going to make those findings. I would be just 
stultifying my own decision if I did. 

Mr. Anmore: May I just make this last point. The 
next sentence after the one I just read is the sentence 
that corresponds to Finding 2. 

[5] The Court: I have declined to make the finding. 

Mr. Armore: Thank you, your Honor. 

The Court: I am going to sign the findings as sub- 
mitted by the plaintiffs with the exception of Conclu- 
sion of Law No. 5. I think that is superfluous. 

Is the judgment in proper form, Mr. Armore? 

Mr. Anmore: I believe that it is, your Honor. 

The Court: Have you checked it? 

Mr. Anmore: I have checked it and I believe it is 
in proper form, your Honor. 

The Court: Very well. Thank you, gentlemen. 


(Whereupon, the hearing was concluded.) 


CERTIFICATE OF REPORTER 
I, Doyne W. Spencer, hereby certify that I am a 
duly appointed, qualified and acting Official Court 
Reporter for the United States District Court for the 
District of Columbia; that the foregoing pages num- 
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bered 1 to 5, inclusive, contain a true and ao 
transcript of the proceedings had in the above-entitled 
cause on the date stated therein, and that said tran- 
script is a true transcription of my stenotype notes 
taken therein. : 
Doyne W. SPENCER, 

Official Court Reporter. 
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Unrrep States District Court FoR THE DISTRICT OF 
CoLUMBIA 


Civil Action No. 3068-63 


| Waxter SCHINDLER and Henri Dierricu, PLAINTIFFS, 
Vv 


CoMMISSIONER OF Patents, DEFENDANT. 


Frnpines or Fact anp Conciusions oF Law 


1. This is an action brought under Section 145 of 
| Title 35, United States Code, in which plaintiffs Walter 
| Schindler and Henri Dietrich, as the applicants in 
patent application Serial No. 857,274, filed December 


_ 4, 1959, entitled “‘New Heterocyclic Compounds’, seek 
a judgment from the Court authorizing the defendant, 
_ the Commissioner of Patents, to grant plaintiffs a 
patent. 

2. Only claim 8 of said application Serial No. 857,274 
is at issue. 

3. Claim 8 is directed to a single specific com- 
- pound, 3-chloro-5-(8-dimethylamino-propy])-imino- 
| dibenzyl, more conveniently referred to as chlorimi- 
_ pramine, which is useful as a medicine in the treat- 
ment of mental depression. 

4, This action was originally tried before another 
_ Judge of this Court and resulted in a judgment for the 
defendant. In reaching his decision, the Trial Judge 
excluded from consideration certain evidence of anti- 
depressant properties that had been introduced on be- 


half of the plaintiffs. 
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5. On Appeal taken by the plaintiffs, the Court of 
Appeals disagreed with the Trial J: udge and held that 
the evidence of anti-depressant properties should have 
been considered. Accordingly, it remanded the case to 
this Court to consider the evidence introduced at the 
first trial, hear such further evidence as in its discretion 
and at the request of the parties it might permit to be 
adduced, supplement the record with new findings of 
fact and conclusions of law, and return the enlarged 
record to the Court of Appeals. | 

6. Defendant relies upon the following prior art as 
rendering the claimed compound obvious and thus un- 
patentable: | 
(a) United States patent to Schindler et al,, 
No. 2,813,857 which shows a compound having a 
molecular structure similar to that of the compound 
claimed but containing two atoms of chlorine, per 
molecule, where the claimed compound has only 
one. The prior art compound is indicated to be use- 
ful in treating “mental disorders”’, but mental de. 
pression is not specifically mentioned and, in fact, 
the compound is not useful for this purpose. 

(b) Australian patent 215,335 which shows a 
very large class of compounds, some of which may 
contain only one chlorine atom per molecule. While 
this class of compounds is related to the compound 
claimed, it does not include that compound and re- 
quires a structural element, specifically a pipera- 
zine ring, different from any element of the claimed 
compound. The Australian compounds are not dis- 
closed to be useful in treating depression. 
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(c) United States patent to Haefliger et al., 
No. 2,554,736 which discloses a compound like that 
claimed, but having no chlorine. 

(d) An article by Kuhn in Schweizerische Medi- 
zimische Wochenschrift, Nr. 35/36, pp. 1135-1140 
(1957) which indicates the non-chlorine-containing 
compound of patent No. 2,554,736 can be used to 
treat mental depression. 

(e) Medicinal Chemistry, edited by George de 
Stevens, (1964) p. 88-89. This text, published after 
plaintiffs application was filed, also indicates that 
the non-chlorine-containing compound disclosed in 
patent No. 2,554,736 can be used to treat depres- 
sions. 

(£) The Chemistry of Organic Compounds, Co- 


nant et al., Fourth Edition, pp. 407-411, 412-416, 
438 and 448. This is simply a textbook of organic 
chemistry and has little connection with the issues 
here involved. 


7. The compound of claim 8 is novel, in that it is not 
disclosed in any of the prior art relied upon. 

8. The record, particularly the testimony of Dr. 
Gaston Garonne and Professor Pierre Deniker, shows 
that the compound in question has been used and is 
being used on a very substantial scale in the treatment 
of mental depression, with a very high degree of success. 

9. Other compounds, such as that disclosed in patent 
No. 2,554,736 and the Kuhn article, have been used to 
treat depression, but the compound claimed is so far 
superior to those compounds that it can be used to 
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supplant electro-shock treatment in severe depressions, | 
a faculty not possessed by the prior art compounds. : 

10. The efficacy of the claimed compound as a medi- | 
cine in treating depression, compared to that of the | 
prior art compounds, is so large and far reaching as to : 
amount to a new result. 

11. The compound of claim 8 is not obvious from the © 


prior art before the court. 


Concuusions or Law 


1. A chemical compound is patentable if it is new, 
useful and unobvious. 

2. In considering the obviousness of a compound, its. 
properties as well as its chemical formula must be con- | 


sidered. 

3. Where a compound exhibits properties enabling a 
new result to be obtained, only a slight difference in 
structure is sufficient to justify patentability. 

4. Plaintiffs are entitled to a patent containing clam 
8 of application Serial No. 857,274. 


ALEXANDER HOLTZOFF, 
United States District Judge. 
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Untrep Srates Disrricr CourT FOR THE DiIstRICT OF 
CoLUMBIA 


Civil Action No. 3068-63 


Water SCHINDLER and Henri DietricH, PLAINTIFFS, 
Vv. 


CoMMISSIONER OF PaTENTS, DEFENDANT. 


JUDGMENT 


Pursuant to a mandate of the United States Court of 
Appeals for the District of Columbia Circuit dated De- 
cember 26, 1966 that this Court should consider evidence 
of anti-depressant activity adduced at an earlier trial 
held February 16, 1965, together with such additional 
evidence as in its discretion and at the request of the 
parties it might permit to be adduced, a trial was held 
on January 11, 1967 at which trial additional evidence 
was introduced which included further evidence relat- 
ing to the anti-depressant activity of the compound of 
claim 8. 

Upon consideration of the entire record, the order 
previously filed by this Court on June 23, 1965, is set 
aside and it is, this 20th day of June, 1967. 


ORDERED and ADJUDGED 


That plaintiffs are entitled to receive a patent for the 
invention defined in claim 8 of their patent application 
Serial No. 857,274 and that defendant is authorized to 
issue a patent containing claim 8 of said application to 
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plaintiffs, upon their compliance with the requirements 
of law. 

As required by statute, costs will be assessed against 
plaintiffs. 


ALEXANDER HoLrzorr, 
United States District Judge. 
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UnitEep States Districr CourRT FOR THE DISTRICT OF 
CoLUMBIA 


Civil Action No. 3068-63 


WALTER SCHINDLER and Henri DierricH, PLAINTIFFS, 


Vv. 


COMMISSIONER OF PaTENnTS, DEFENDANT. 


Notice oF APPEAL 


Notice is hereby given that the Commissioner of 
Patents, defendant above named, hereby appeals to 
the United States Court of Appeals for the District 
of Columbia Circuit from the final Judgement entered. 
in this action on June 20, 1967. 


JOsEPH SCHIMMEL, 
Solicitor, United States Patent Office, 
Attorney for Defendant. 
August 18, 1967 


CERTIFICATE OF SERVICE 

August —, 1967 

I hereby certify that two copies of the foregoing 
Norice or APPEAL were mailed today to the attorneys 
for the Plaintiffs, William A. Smith, Jr., Woodward 
Building, 15th and H Streets, N.W., Washington, D.C. 
20005, Caspar C. Schneider, Jr., 30 Broad Street, New 
York, New York, and Karl F. Jorda, Ardsley, New 
York. 

JOSEPH SCHIMMEL, 
Solicitor. 
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a: [3 —(3, 7—dichloro -10, 11 -dihyd ro-dibenzo/b,f/ azepiny!-5) -propyl/- 1-methyl piperazine. 
Pharmacologically screened for activity on the central nervous system and-found to be 
completely inactive . 
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4 -8 -(3 -chloro- 10, !1-dihydro-dibenzo [7 azepinyl—5) -propyl/ = 1 ~methyl-piperazine. 
Pharmacologically screened for activity on the central nervous system. _ 


Slight activity as antagonist to apomorphine in the dog: 
suppression of emesis at2mg/kg $.C 3 47% 
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Patented May 29, 1951 


2,994,736 


2,554,736 


UNITED STATES PATENT OFFICE 


TERTIARY AMINOALKYL-IMINODIBENZYLS 

Franz Haefliger and Walter Schindler, Basel, 
Switzerland, assignors to J. R. Geigy A. G., 
Basel, Switserland, a Swiss firm 


No Drawing. Application June 26, 1950, Serial 
No. 170,472, In Switzerland July 22, 1949 


4 Claims, (Cl, 260—239) 


This invention relates to a new class of organic 
compounds and more particularly to basic deriva- 
tives of imino dibenzy), to their saits and quater- 
nary ammonium compounds and includes the 
manufacture thereof. The new compounds cor- 
respond to the general formula: 


CHy-On, 
TN 


J — Aieytene--am 


wherein alkylene and represents an alkylene 
chain of 2-6 carson atoms and Am represents 
& low molecular dialky:amino radical (alkyl con- 
taining from 1-4 carbon atoms) or a N-piper- 
idino-, N-morpholino-, or N-pyrro‘idino radical 
in the f-, y-, or 8-position of the alkylene chain. 

It has been found that these compounds possess 
valuable rharmacological rroperties, This, fcr 
instance, they produce anti-allergic effects and 
may be used for therapeutic purposes. The com- 
pounds in which Am fs in the #-position of the 
alkylene chain are a preferred embodiment of 
the inventicn. 

Imino dibenzyl ts a known compound. It can 
be obtained by heating 0.0’-dlamino-dibenzy] 
chlorohydrate according to Thiele and Holzinger 
(Annalen, vol. 305, page 100 (1899)). Neither 
this basic compound nor any of its known deriva- 
tives have been of any therapeutic significance 
up to now. : 

The new compounds can be produced by two 
‘different, but co-related processes, Firstly imino 
dibenzyl can be reacted with a reactive ester of 
an alcohol of the general formula: 


HO—alkylene—Am 


wherein alkylene and Am have the meaning 
given above, in the presence of acid binding 
agents. Sodium amide, lithium amide, potassium 
amide,.sodium and potassium are suitable acid 
binding agents by means of which the imino di- 
1 can be advantageously converted into its 
alkali salt immediately before the reaction. The 
reaction should preferably be performed in an 
“Inert organic solvent such as benzene, toluene 
or xylene, by heating, 
As reactive esters of an alcoho) of the formula; 


OH—alkylene—An) 


particularly the halide esters come into consider- 
ation such as dimethylamino ethyl chloride, di- 
ethylamino ethyl chloride, methylethylamino 


ethyl chloride, piperidino ethyl chloride, pyrrol- 
{dino ethyl chloride, morpho!ino ethyl ch’orlde, 
A-dimethylamino propyl chloride, s-dimethyl- 
amino Isopropyl chloride, y-dimethylamino pro- 
pyl chloride, a-mcthyl-8-dimethylamino pentyl 
chloride, Di-n-propylamino ethyl chloride, methy) 
isopropylamino ethy! chloride, di-isobutylamino 
ethyl chloride, di-n-butylamino ethyl chloride or 
the corresponding bromides or fodides, 

In the second process one mol of imino dl- 
benzyl is reacted with one mol of a reactive 
mono- or di-ester of a glycol of the general 

HO—a)kylene—OH 


wherein alkylene has the meaning given above, 
In the presence of an acid binding agent. Then, 
if a mono-ester has bzen used, the remaining hy- 
droxyl group is converted into a reactive ester 
group. The reactive ester of N-hydroxyalkyl- 
imino dibenzyl obtained by either of these two 
variants of the second process is then reacted 
with a secondary amine of the general formula: 


Am—H 


wherein Am isas the meaning given above. 

Particularly hallde esters but also ary) sul- 
phonic acid esters and mixed di-csters come into 
question as reactive esters of a glyco) of the gen- 
eral formula: 


HO—alkylene—OH 


Quaternary ammonium compounds can be ob- 
tained in the usual way from the tertiary amino 
alkyl-Imino dibenzyls by the addition of halldes 
or sulphates of allphatic or araliphatlc alcohols, 
©. g. methyl lodide, dimethyl sulphate, ethyl bro- 
mide or benzyl] chloride. Such compounds can 
also be obtained, however, by the use of tertiary 
amines of the general formula: 


R—Am 


wherein R represents an alky) or aralky) radical 
and Am has the meaning given aboye, in place 
Of the secondary amines for the reaction with 
the reactive esters of N-hydroxy-alkyl-imino dl- 
benzyls In the last step of the second process. 
The tertiary bases form water soluble salts with 
inorganic or organic acids such as hydrochloric 
acid, hydrobromic acid, sulphuric acid, phos- 
phoric acid, methane sulphonic acid, ethane di- 
su)phonic acid, acetle acid, citric acid, apple acid, 
succinic acid, tartaric acid, benzolc acid, phthalic 


acid, 
65 The following examples illustrate the inven- 
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stated, parts are given acid are added dropwi. 
tionship of parts by weight drate of N- 
volume is that of grame to cuble centi- rysta! 
Temperatures are given in degrees cen- under de- 


Cl, -cH, 3 The following compounds can be produced in 
4V- VA; anslogous manner: 
| if Nicgitimethylamino-buty))-tmino dibensyl, 
& ss ; N-(di-n-butylamino ethyl) -imino dibenszyi, 
iS Ye uh N-pyrrolidino ethyl imino dibenzy), 
WOH & What we claim ts; 
én, Yeu, 1. A compound selected from the group con- 
‘ elsting of a free base nd its water soluble acid 
addition salts, said free base having the formula: 


f any 
added d NSS 0 


N 
under reflux, “After sunins polled Aan 
tho: 2 wherein alkylene represents an al 
2-3 carbon atoms and 
selected from the grou 
“ular dialkylaming 
N-morpholino-., 


4s distilled in the high 
4 ad havi 
side chain passes CH, A 
pear of 16-0" under Os : CL10 
a me 

199-200" ts theret aleoh 
fee can 

manner, the é 
imino , 


JTGVUVAY AdOd 1838 


sg 
i 
ft 
L 


CR, 
8;-CH-N” 
Non, 
3. A compound selected from the group con. 
sisting of a free base and its water soluble acid 
addition salts, said free base having the formula: 


CHr—-CH, 
: 0) cl 


{6-diethylamino propy) s 
dibensyl (B, P. 165-186 at 0.19 mor tron nC 
N-mor, dibensy’ 


ethyl imino du, chy 
Grate (BM. P, 20-233"), "4. A compound selected from the group con- 
Ezampie 2 sisting of a free base and ite water Soluble acid 


CHs-o8, addition salte, ened base having the formula: 
OL 0 es 
No Ch,-cg, 
ous 1 


én,- Oi; CH, SB OOR 


duy-cu-n’ OH; 
CHy-OH, ) Non,-cf, 
A suspension of 4 parts of sodium amide ay 
parts of abs, benzene are ae 


G at FRANZ GER. 
40-50? to a solution of 20 Darts imino Hitedead in ; WALTER SCF 
mir hota hae Th REFEREES CITED 
Ss ke} ira . 
conled to 60°, 19 I s The following Teferences are of record in the 
fle of this patent: 
FOREIGN PATENTS 
9 under refi cooling to about - 
$7, 30 paita by volume concentrated hydrochloric if) ig 9 vat Mar. 31, 1043 
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Prarmntirrs’ Exursir 11 


Patent 2554 736 


SHY- dimethylamino—propy I)-imino dibenzyl _ 


C3 
CHp - CHg - CHa - NC 
CH3 


_ (imipramine) 
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Prarmntirrs’ Exureit 12 


Pharmacological Comparison 


Activity _ Dyghlorimipramine_ _Imipramine 


Anti cholinergic. 92 


Anti reserpine 


Anti tetrabenazine 
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Puiaintirrs’ Exuisir 13 


Effectof Small Differences in Structure on Biological sctviy of Chemical Compounds. 


Generic 
Name 


Azacyclonol|Tranquilizer 


Stimulant 


Sticulant 
Appetite 
Suppressant 


CNS 
Depressant 


Sedative 
Hypnotic 


0 Fame 
barbital 

Ma Kee ono : 

se caso “cus 
O CH, 
ist 
«f) Be Antagonis 
So 


CH-CH,-CH 
SK to (e) 


Isomers | Antithesis 


Homologs} Antithesis 


Difference Between. 


cating p.568 


Cutting, p-58I 
US. Pat. 2,624,739 


Cutting, p.420 


US. Pat. 3,265,688 


Cutting, p- 576 - 
U.S. Pa t. £514.573 


Cutting, p-576 


(l) W.C.Cutting , Handbook of Pharmacology (1962), Appleton-Century-Crofts, New York. 


— cory AVAILABLE | 
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Prarmtirrs’ Exursit 14 


; 
Effect of Small Differences in Structure on Biological Activity of Chemical Compounds 


: ake Difference , Between 


Hypatensive 
Antimorphine US. Pat. 3,265,701 


Stimulant 
Bridge 
Between -| Utility 


ee Phenyls 
f inerg- 
Ae =o U.S. Pat. 3,265,702 


Long acting ‘ Cutting »P- 544 
U.S. Pat. 1,025,872 


Hypnotic 
Duration 
of - 

Short acting | Bonds Effect = 
Hypnotic . Cutting , p. 542 


N 


| 


CH, CH, CH,—N N—cH, 


4-[3-(1o, 11-dihydro-dibenz(b, f] azepiny1-5)-propyl]-1-methyl-piperazine 


Pharmacologically screened for activity on the central nervous system: 


Inactive. 
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DEFENDANT’s Exutpit 4 


Schwoizorischo Medizinische Wochenschrift Nr. 35/36 — 


Hater Kantonaten Thungauischen Heil- und Pflegeanstalt, 
y) Direktor: Dr. A. Zolliker 


Uber cio uehandlung dopressiver Zustiinde mit einem 
-atinodivenzyldevival (6 22355) 


You R. Kuhn 
be GSTS 


I. Die zur Zeit iibliche Therapie depressiver Zustiinde 
und einige Probleme der Psychopharmakologie 


Die verschiedenen Formen der Schwermut sind haufigo, gefihr- 
the und fiir den betroffenen Menschen nicht nur auBerst leidvolle, 
indern oft auch folgenschwere krankungen. Zu ihrer Behand- 
ng stchen zwar in neuierer Zeit eine ganze Reihe von Mlethoden 
t Verfiigung, die ihre mehr oder weniger deutlichen, besonderen 
bdikationen haben (1). Es handelt sich aber dabei um weitgehend 
bspezifische Therapien, die oft nicht recht hefriedigende Erych- 
se zeitigen. Kigentlich entsprechen nur der experimentell aus- 
laste epileptische Anfall bei endogenen und die Psychotherapie 
i psychoreaktiven Depressionen einigermaBen den Anforderun- 
m, welche an wirklich erfolgreiche therapeutische MaSnahmen 
tellt werden milissen. Die Nachteile.der Schockbehandlung sind 
er allgemein hekannt. Psychoorganische Symptome treten he- 
nders auf, wenn éfters Anfalle hervorgerufen werden miissen; 
irkung nur anianglich gut, und bei haufigen 
Scfolg oft immer geringer. Zudem reagieren 
vst Sehandlung tiberhaupt nicht. Die Psyc.to- 
etapie such vorwiegend reaktiver Depressionen kann duGerst 
gwierig und schwieri 
gem, 


h mit den Phenothiazin- 
tliche, tiberzeugende Erfolge 
n sie auch in einzelnen Fallen 
en, so kénnen sie in andern wieder 
n Verstimmung hervorrufen, So 
bt trotz dem qualyollen Zustand in vielen Fallen auch heute 
h nichts anderes tibrig als abzuwarten, bis die Depression von 
bst abklinat, 
Die pharmako-psyche path 
Abhilfe schaffen sollte, 
Hichen Schwierigk 


tigen, 
ypnotische, dio allge- 
nde Stoffe auf ihre Wirksamkeit zn 
der zu yergleichen, Schwicriger erscheint 
reits die Abscluitzung belebender und berauschender Wirkungen, 
» hrauchbar das _derarligen— Beurteilungen- xu 


ema von lahn;enden und erregenden Kinfliissen auch sein mag, 


Minsterlingen 


xmindcliegenda 


1h 


exist nicht ungefihrlich, indem esdic Forschung in voraushestimmte 
Balnen lenkt, dic Aufmerksaisxeit festlegt und manches tihersehen 
la8t, was viclleicht Xerade wichtiz wire, um hesondere, psychische 
Wirkungen von Medikamenten zu finden (3). Zudem lassen sich 
die grofien Psychosen und vor allem die endogenen Gemiits- und 
Goisteskrankheiten nicht mittels eines so cinfachen Schemas ver- 
xtchen, das alles auf einen zwar higlogisch schr wichtigen, aber 
‘loch dic Probleme viel zu sehr vercinfachenden Gegensatz xuriick- 
fiihrt. Das Schema ist deshalb auch nur innerhalb sehr enger Gren- 
zen gocignet, Untersuchungen iiher dic Wirkungen von Aranei- 
mitteln auf psychische rkrankungen zu leiten. Die Publikationen 
tiber dio psychopathologischen Auswirkungen der Phenothiazine 
und des Reserpins stellen vielleicht doch dic sedativen und hypno- 
tischon Wirkungen dieser Stoffe etwas stark inden Vordergrund (4), 
Wie kommt es aber, daB die Halluzinationen durch diese Medika- 
mente ihre bedrohliche Nahe verlieren, in die Ferne riicken und dia 
Wahninhalte den Kranken gleichgiiltiger lassen, fehlt doch dieser 
Effekt andern sedativ wirkenden Substanzen? Schon das zeigt 
wohl an, da8 die beruhigende, lahmende Wirkung allein nicht als 
das entscheidende Prinzip fiir diese Einfliisse auf die Krankheit 
angeschen werden kann! 


Hnisch-psychopharmakologische Untersuchu ingen 

von Iminodibenzylderivaten hei paychisch Kranken 

Im Jahro 1950 hat uns die J. R. Geigy AG., Basel, ersucht, das Imino- 
dibenzylderivat G 22150, einen Stoff mit histaminantagonistischen Figen. 
schaften, auf cine migliche sedativ-h ypnotische Wirkung zu untersuchen. 
Dic crwarteten Einflisse blicben in den zu jener Zeit verwendcten Dosen 
Yon 0,02-0,06 g mcist aus; dagegen schicn uns «las Praparat eine auffallende 
Beculgury Schizophiener, dio unter seregunges, W en und Hajlu- 
zinationen litten, hervorzubringen. Wir haben alr diese Wirkung gerade 
viel zu sehr Iediglich unter dem cinseitigon Gesichtspunkt ter Beruhigung 
beurteilt und deshalb das besox.. -re Interesse, welcha xolche Stoffe bicten, 
tiberschen. 

Zu Beginn des Jahres 1954 haben wir uns zusammen mit der J. R. Geigy 
AG. vorgcnommen, die fraher abgebrochenen Versuche fortzusetzen, und 
zwar im Hinblick auf dic Pragestellung, ob die zu verwendenden Subatan- 
zen cine Wirkung auf Psychosen haben, Es waren die Erfahrungen der 
Basler Psychiatrisclhien Klinik mit Chlorpromazin bei Psychosen (5) und 
unsere friiheren Beobachtungen, welche derartigo Verauche nahelegten, 
sowie dic von seiten der J. R. Geigy AG. mit G 22150 durchgefihrten 
experimentellen Vereuche hinsichtlich seiner Verwendung zur chibernation 
artificiclle», . 

Seit mehr als 3 Jahren wurden nun ungéfahr 500 Kranke der Heil- und 
Pilegeanstalt Miinsterlingen mit verachiodenen Stoffen dicscr chemischen 
Gruppe behandelt?, 


Die Ergebnisse all dieser Untersuchungen lassen sich in folgenden 
Satzen zusammenfassen: Einige der untersuchten Iminodibenzy]- 
derivate sind als Medikamente geeignet. Es kommt ihnen ejne 
Wirkung auf endogene Paychosen zu, die xum Teil ahnlich, zum Teil 
verschieden ist von derjenigen’ der Phenothiazinderivate, Ihre 
sedativ-hypnotische Wirkung scheint, nach den bixher me penleen 
Derivaten zu urteilen, geringer. In ihren vegetativen Wir cKungen 
zeigen die Iminodibenzylderivate weitgehende Parallelen zu den 
homologen Phenothiazinverbindungen. Gefihrliche Komplikatio- 
nen wurden in allen unseren Versuchen nicht beabachtet. Wit haben 
bisher kein Derivat gefunden, welches das Chlorpromazin voll er- 


CH, CH, 
0) 
SN <a 


| 
CH, 


| 
CH, 


BA 


O 


CH, 
| 
vit 
N 
SON 
H,C7 HCl\cy, 


Chlor- 


G promazin 


22355 


I 
OH, 
x 
LON 
H,c% HCl Noy, 


' Wir danken der J. R. Geigy AG Basel, fiir die sehr gro 
menyen, die sie uns zur Verfiizung stellte. Wir verwenden zuz 
——hninodibenazylicrivate-in Menyen_von-ungefah: SOO Dray car ne 
und fast 1OW Ampullen, Dic Erfahrang zeigt, daQ dena  Versuche nui. 
in schr groGem Rahmen mit Erfolg durehgefihrt wenlen kénnen, 
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setzen kénnte, dagegen aber cine Verbindung, die eine dem Chior- 

pervane fehlende, giinstige Wirkung auf depressive Zustandshilder . 
t. Ke handelt sich um G 22355, das N-(y-Dimethylaminopropyl)- 

iminodibenzylhydrochlorid. : ] *. 


II, Therapeutische Wirkungen und Nebenerscheinungen von @ 22355 


1. Binflup auf depressive Symptome ; 

Die bereits durch eine Boobachtung der Kranken von auSen 
festatellbaren Symptome der depressiven Verstimmung werden 
unter G 22355 oft sehr deutlich hesser. Die Mimik lést sich, sie gee 
winnt ihre Modulations- und Ausdruckeféhigkeit zuriick. Die Kran- 
ken werden allgemein lebhafter, die depressive Flisteretimme wird 
lauter, die Kranken erecheinen gesprachiger, das Jammern ‘und 
Weinen hirt auf. Wenn in der Depression eine unzufrieden-nérg- 
lerische oder gereizte Stimmung bestanden hatte, macht diese einem 
freundlichen, znfriedenen und zuginglichen Wesen Platz. Hypo- 
chondrische und neurasthenische KI treten zuriick oder ver- 
echwinden ganz. Kranke, die wah der Depression am Morgen 
kaum aus dem Bett aufstehen wollten, verlassen dieses schon friih-- 
zeitig ganz von sich aus mit andern Patienten. Sie nehmen wieder 
Bezieh bac ye Mil andern Menschen auf, beginnen sich zu unter- 
halten, am allgemeinen Anstaltsleben teil, schreiben Briefe 
und bekiimmern sich wieder um ihre familidren Angelegenheiten. 
Sie nehmen spontan eine Arbeit auf, verrichten dabei etwas, wie 
tiberhaupt die Langsamkeit aus ihrem Wesen weicht und einem 
normalen Lebenstempo Platz macht. Mit der Besserung werden, 
die Kranken auf der Abteilung rasch beliebt, sie wirken in ihrer 
Frag yea und im penere Benehmen li we pipseale ir . 

ie hdrigen in heller Begeisterung in der Sprechstunde 
piecspion bem und haben erklart, 60 gut sei der Kranke seit 
langer Zeit nie mehr gewesen. ” : 

Meistens, aber nicht immer, bemerken die Kranken die Verinde- 

auch selbst, sie zu, ja sie sind veratandlicherweise selbet 
hocherfreut dariiber und sprechen von einer «Wunderkur». Die 
Gefiihle der Schwere, der Miidigkeit und Schwiche, die Bedriiokt- 
heit, die innere Spannung, Verkrampfung oder Unruhe lésen sich. 
Die Kranken fihlen sich wieder frei, die Hemmung im Denken und 
Handeln schwindet, die Gedanken und die Aktivitat kehren zuriick, 
Rine traurige, gedriickte, verzweifelte oder angstvolle Stimmung 
schligt um in eine neutral-unbeschwerte oder auch leicht heitere 
mit dem Gefihl des Gesundwerdens und steigender Kraft; krank- 
hafte Schuldgefithle, Verarmungs- und Versiindigungsideen ver- 
echwinden einfach oder verlieren ihre affektive Betonung, riicken 
in die Ferne, der Kranke steht ihnen gleichgiiltiger, distenzierter 

liber, Ein heftigster Selbstmordantrieb ist gelegentlich plotz- 

ich nicht mehr da! Wenn der Schlaf im Rahmen der depreasiven 

Symptomatik gestort war, normalisiert er sich rasch, ohne zusite- 
liche Schlafmittel, auch in Fallen, die vorher gar keine Reaktion 
auf die tiblichen Hypnotica erkennen lieBen. «Schwere Trdéumes, 
wie Depressive sie mf und zu zeigen, von Blut, Jeichen, furchtbaren . 
Ungliickeféllen und Lsiaggptond Quélereien, die oft mit schreck- 
licher Angst einhergehen, erschcinen unter der Behandlung nicht. 
mehr, Sehr rasch Dilegen auch die morgendlichen Veretimmungen 
oder andere tageszeitliche Schwankungen des depressiven-Zustan- 
des nicht mehr aufzutreten. Wenn eine Appetitlosigkeit. bestand, 
bessert sich dies ebenfalls, gelegentlich auch eine nur mit der De- 
pression in Ziusammenhang stehende Obstipation. : 


2. Bintritt und Dauer der Wirkung ; 

Die Darreichung in Kinzeldosen von G 22355 in Dosen yon 
25-75 mg hat bei verechiedenen Menschen und je nach APs: ; 
tionsart verechiedene Wirkungen. Ee wird entweder .tiber pt 
nichts bemerkt, oder aber es treten Schlafrigkeit, maniform- . 
artige Aufregungen sowie Erlebnisse auf, die unten als Neben- . 
eihalainaso beschriehen sind. Die Veranderung wird je nach Art 
der Zufithrung friiher oder sp&ter, im allgemeinen jedoch tasch 
bemerkt und halt eine bis wenige Stunden an, : 


Die Wirkung von G 22356 auf depressive Zustande tritt bet be- 
atimmten 


daran 
= Fallen schlegartig nach einer Behandlung von 2-3-Tagen- ‘ ich-nicht-die K a are wee ON ea 
<ta wad lot dann gloss Vol susgoprigt, 00 da0 man vogen bauh, 06: taang wit cckedchen weccheiain ieee tate er ee 
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. sichere Unterlagen’ 


1967 


nse Depression sei verechwunden. Oft erfolgt der pit icho Um. 
Shee der Stimmung rst nach etwa 1-4 Wochen, itlich anch 
blo8 nach und nach im Verlauf mehrerer Wochen, 

Wird das Medikament wieder abgesetzt, bovor die Zeit voruber 
ist, in welcher die Krankheit epontan svesienies wire, tritt inners. 
helb von meist wenigen Tagen ein Riickfall ein, weleher das voll 
urspriingliche Zustandsbild wieder herstellt. Ernentay 


_ des Btoffes 1aBt in derselben Art, wie im Beginn det 


die Symptome wieder verechwinden. Ob das Medikament den 
Krankheiteschub auch abkiirzt, kann auf Grund unserer Unter. 
suchungen nicht entechieden werden. Ks bedart wohl sich einer 
recht langen Erfahrung, um dariiber etwas Zuverlissiges 6uea 

zu kénnen. Bei sehr lange dauernder Erkrankung oder 

Fallen haben wir das Medikament dauernd weiter, In ein 
szelnen Fallen wird es seit 2 Jahren verabreicht, dab es seine 
Wirksamkeit verloren hatte. Eine gewisse minimale Dosierung jst 
aber xur Erhaltung des guten Zustandes notwendig, und ed scheint, 
daB gelegentlich Schwankungen in der Intensitét des Krankheite- 
foes oder andere Einfliisse eine voriiborgehende Erhobung der 


jerung notwendig maghen. — 


3. Verabreichung und Dosterung : 

@ 223655 kann in der Form von Dragées und Suppositorien 
durch intramuskulare Injektion verabreicht werden (die ebentalls 
migliche intravendse Injektion haben wir nicht verwendet)Al- 
peeeie ‘Kenn gesagt werden, daB die Behandlung in, beaug anf, 

ierung und Verteilung tiber den Tag dhnlich du het wind 
wie mit Chlorpromazin. Mit Vorteil. werden cher dfters kleinere 
Dosen gegeben als einzelne gréBere. Bei leichteren Fallen, wie te 
besonders auch in der ambulanten Praxis behandelt werden, ge- 
lingt es oft, mit peroraler Therapie allein eine hinreichende Wirkung 
gu erzielen. Wo dies nicht der Fall ist und hesonders bei echweres: 
Fallen, ist eine Behandlung mit Injektionen notwendig. Vor Begina 
einer Injektionskur haben wir wahrend 2-3 Tagen einzelne 


:verabreicht, um eine eventuelle Ueberempfindlichkeit su erkennes, 


Es wurde jedoch nie eine solche gefunden. i 

Die rein perorale Therapie wird mit 76-150, eventuell 200-250 mg 
pro Tag durchgefithrt, falls nicht geringere Dosen bereits ausreichéa, 

i der Injektionsbehandlung wird. man 75-200 m ver 
schreiben. (Es sind auch schon Versuche mit vpsentioh pe A 
Dosen unternommen worden.) Nach 10-14 Tagen wird verwucht, 
nach und nach eine Injektion zu 25 mg durch 2 Dragées so 
25 mg zu ersetzen. Falls dabei Riickfalle auftretea, mud die Behand- 
lung mit Injektionen wieder intensiviert und vielleicht, sum Tel 
‘wenigstens, in dieser Weise fortgesetzt werden. Wir haben das in 
einzelnen Fallen bis zu 1 Jahr durchgefiihrt. Ki ig iat die 
Beobachtung, daf gelegentlich der Behandlun, erst auftrat, 
wenn von Injektionen auf Tabletten tibergegangen wurde; die Kin- 
leitung der Behandlung mit Injektionen war aber trotzdem not- 
wendig. Es kann auch gelingen, mit Suppositorien sussukommen, 


_ die sich zu bewahren echeinen, mit denen die Brfahrungen aber 


noch gering sind, : 


4, Wirkungsbereich \ ; 
Die geschilderten Erfahrungen stammen von 40 mit gutem Kr 

folg behandelten Fallen mit vorwiegend deprtessiven : 
.bildern, Wieviele Kranke mit &hnlichen Stérungen haben aber nicht 
oder nur ganz iy reagiert ? — Unsere Zahlen sind gu klein, um 
tir eine Statistik zu bieten, Zudem sind lee 

Probleme auBerat verwickelt, Sicher kanh gesagt werden, da nicbt 
alle depressiven Zustinde auf G 22355 ansprechen, : lich 
bleibt eine Wirkung tiberhaupt aus. Wir sondteen, mit fe 
hotenen Vorbehalten, die bei einer tiblichen klinischen Diagnostik 
vereegenden Falle auf etwa ¥/,-14. Bei ungefahr ¥,-14 der Fale 
ist der Erfolg derjenige einer Vollremission. Beim Rest der Krankes 
erzielt G 2: zwar eine deutliche Besserung, die vollig gentges 
kann, um das spontane Abklingen der Krankheit abwarten 1 
kSnnen, aber keine villige Remission. Wie bereits erwahnt, kana 
sich wohl das Verhalten dndern, der Kranke selbst aber ubt nicht 
; dann wieder bleibt die Stimmungslage sehr labil. und det 


mung witd echwicher, verechwindet jedoch nicht gang, In aolohte 
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iwation mit Elektroschock in Narkose 

beatmung schr bewihrt. Meist ge- 

» voile Remission zu crreichen, dic 

von Dauer ist. 

sonéers nach und nach 

: beim spontanen Ab- 

ie Selbstgefahrlichkett mit schwin- 

rd cines depressiven 

achwiile ist wahrschei 
anter Behandlung ist diese 3 

ssichtigen! 

nur hei vorwiegend depressiven Zu- 

auch bei vielen Kranken, dic neben 

tn auch depressive Symjiome zcigten. Ferner haben wir Ver- 

he bei Fallen vonireiner Schizophrenic, aber auch bei 

Phrenien und organischen Pschosen gemacht. Im ganzen 

en mear als 300 Falle bekandelt. Wir glauben auf Grund all 

esr Exfahrangen zewisse Regeln zu erkennen, dic einen Hinweis 

den, Wann der Stoff besonders gut wirkt. Dies ist in erster Linie 

it Fall bei typischen, endogenen Depressionen, auch solchen, die 

<mais im Klimakterium auitreter, sofern sie cine deutlich im 

nd stehende vitale Vezstimmung zeigen. Je ilter der 

t, je linger die Depression dauerte, desto unsicherer und 

mener ist die Wirkung, wie dies ja oft auch fiir andere 

on gilt. Wir habex: aber bei fast der Hilfte unserer Fille 

ate ezreicht, wo bereits andere Behandlungen ,ar keinen 

nur einen ganz voriivergehenden oder sonst ungeniigenden 


dic Besserunz : 
« entstchen dies 
2 der Depressi 
Hemmung 
nizophrenen im Abort ¢ 
stande gekomnr 
skeit besonders zu bev 
t haben G 22355 n 
len angewendes. x 


alg gchabt hatten. Es finden sich Kranke, die auf Insulin- und 
Scklaf-, C.lozpromazin- und Reserpinkuren, 
ine und 3: 


ektroschock-, auf 
eprobamat sowie auf lange Psycho- 
edigend angesprochen hatten und 
de Remissionen erfuhren, zum Teil 


% eurch organische Hirnschidigungen. 
scen besonders die mit dea iiblichen klinischen 
ut erfa&baren Mirnatrophischen Prozexse, vor 
lem in derer. Beginn. Gewisse Hinweise auf eine solche Krankheit 
bereits des kinische Bild und die Elcktroencephalo- 
yhie geben, entscheidend jedoch ist dic Luitencephalographie. 
2 hirnatrop r ProzeB, is in héherem Lebensalter satur- 
8 hiuGser anzutrefien, wud das Sftere Versagen der Behand- 
32 bei ilteren Kranken ist: nach unserer Erfahrung, sicher zum 
i = ibersehene Gerartige Komplikationen zuriick- 
fthren. Immerkin mu8 gesagt werden, daB gelegentlich auch 
i snikern, auch wenn diese psycho- 
tiv entstanden sind, au die Behandlung ansprechen, wodurch 
Kranken sowoiil wie deren| Umgcbung eine wesentliche Erlcich- 
ung verspiiren. Ferner reagicren depressive Psychosen bei Hyper- 
ie, wober oft der erhéhte Blutdruck wihrend der Dauer der 
cabreichung etwas wexenkt wird. 
Schizoide oder schizophrene Ziize in einem depressiven Zustands- 
hd scheinen die Aussichten d¢r Pehandlung unsicherer zu machen. 
init werden neue, schwierive Probleme aufgeworfen, dic mit der 
22355 hei schizo pirenen Pxychosen iibethaupt in Zu- 


wed de, 
menhang stchen. Obschon} een 200 Schizophrene zum ‘cil 


Neuroplegica i Ger Stoff in gewiasen Fallen zu 
eniiber den krankhaften Eriebnissen, auch 

Ke Cc Stimmen in dic Forne, und die affektive Beteil 
en Wahanideen geht verloren. Auch kann sich cic Zerfahrenicit 
wtlich verringern. Es gibt aber andere Fille, in denen dic Be- 
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handlung lediglich cine cic Schizophrenic begleitende, vitale Ver- 
stimmung behedt oder die Angst zum Verschwinden bringt, wih- 
rend die schizophrenen Symptome unverindert bestchen bleiben 
und vielleicht yar deutlicher hervortreten, wenn xie nicht mehr 
durch die Stimmunxanomalie verdeckt werden. Vor allem schizo- 
vurene Lefekte kommen so unter Umstiinden besser zum Vorschcia. 
Es kommt vor, da8 die Kranken trotzdem vom Erfolg der Kur schr 
erfreut sind, und sic konacn sogar entlassen werden und sich sozial 
viel angepaBter verhalten als vorher, Auch cine aus der Verstim- 
mung entspringende Suicidalitit kann verschwinden. Wir daben 
Acutliche Besserungen ebenfalls bei schweren, chronischen- An- 
staltspatienten der verschicdensten Formen geschen, auch hei 
Recidiven nach Leukotomic und in cinigen vallig therapicresistenten 
Filllen. Freilich erschép/t sich hier dic Wirkung oft in kiirzerer oder 
linzerer Zeit, und manche Fille von Schizophrenie bleiben unbe- 
cinfiuBt, Bei Stuporen scheint G 22355 recht unberechenbar. Man 
sicht, da8 es den krankha{ten Zustand gelegentlich lost; man sicht 
aber auch Stuporen wihrend der Behandlung oder im Anschlu8 
an deren Absctzen auftreten oder sich verstcifen. 

Die unregelmaBigen Erfolge des Medikaments bei Schizophrenic 
beruhen zum Teil auf dessen geringen oder fchlenden sedativ- 
hypnotischen Wirkungen. So ist sicher die akute schizophrene Er- 
tegung keine indikation fiir die Anwendung von G 22355. Dasselbe 
gilt von manischen Zustiinden. Hier gehen heute andere Medika- 
mente vor, und erst wenn diese versagen oder wenn sie aus irgend- 
welchen Griinden (z. B. Ailergie, Ictcrus) nicht mehr angewendet 
werden diirien, ist ¢in Versuch gerechtfertigt. Achnliches gilt von 
gelegentlichen Erregungszustinden chronischer Anstaltspatienten. 
Wo Jagegen bei einer Schizophrenicb¢handlung der stark ein- 
schliifezide Effekt des Chlorpromazins uncrwiinscht ist, dringt sich 
eine kombinierte Behandlung mit G 22355 auf, oder umgekchrt, 
wo letzteres zu wenig beruhigt, kann eine Kombination mit Chlor- 
ptomazin oder im Rahmen unserer Versuche mit cinem andern, 
stirker sedativ-hypnotisch wirkenden Iminodibenzylderivat eine 
ausgezcichnete Wirkung haben. Das stirker sedativ wirkende Medi- 
kament wird dann oft mit Vorteil auf die Nacht verabreicht. Im 
tibrigen kommt gerade bei Schizophrenen dem G 22355 wahrschein- 
lich cine ihnliche «schocksparende» Wirkung zu wie dem Chlor- 
promazin, woraut uns Faust (Freiburg i. Br.) erstmals hingewiesen 
hat und was wir auch beobachten konnten (6). 

Noch schwicriger ist die Frage zu beantworten, wie reaktiv- 
depressive Zustiinde auf G 22355 ansprechen. Wir haben verschie- 
dene Fille bchandelt, wo Verstimmungen vorlagen, die einen giti- 
tigen realon Grund hatten. Bei ciner alten Frau war es der Tod des 
gelicbten Ehemannes, bei einer jungen Frau cin krimineller Abort 
unter schr belastenden Umstinden, bei ciner Paticntin im mittleren 
Lebensalter eine scit Jahren bestehende, schwere kérperliche Be- 
hinderung durch Lahmungen infolge ciner Poliomyelitis. Es war in 
diesen und andern Fillen cindriicklich, zu schen, wic unter G 22355 
die schwersten belaxtenden Situationen plétzlich einfach ihre Be- 
deutung weitgchend verloren, obschon sich an den tatsichlichen 
Verhiiitnissen gar nichts anderte. Heftigste, faktisch nur zu sehr 
hegriindete Schuldgefiihle und Sclbstanklagen kénnen verschwin- 
don, una das Leben geht plétzlich weiter, als ob nichts geschchen 
wiire. Wir haben beobachtet, daB die Gewissensbisse sich wieder zu 
regen begannen, sobald die Verabreichung des Medikaments aus- 
gesetzt wurde. Zum Teil haben diese Fille auch eine endogenc 
Komponente aufgewiesen. 

So cinfach liegen dic Verhiltnisse nun aber nicht immer. Oft 
gewinnt man den Kindruck, daB gorade umegckehrt reale Griinde 
ciner depressiven Verstimmung oder cine alte, in die Kindhcit 
auriickreichende neurotische Entwicklung der Entfaltung einer 
Wirkung von G 22355 hemmend im Woge stchen oder wenigstens 
fiir dic prompten Riickfiille nach Absotzon des Behandlung ver- 
antwortlich sind. Natiizlich werden diese Probleme vor allom aktuell 
und dem Stadium zuginglich bei den groBen Paychotherapien. Im 
Verlaufe solchor Behandlungen kann das Medikament bei plitzlich 
auftretencen Verstimmungen oder Angstzustinden unter Umatiin- 
den wertvolle Dienste leisten. Andorscits haben wir auch zeschen, 
wie seine Wirksamkcit sich dnderte, je nachdem wie der Fortschritt 
in der Behandinng sich gestaltete. Nach ciner jahrelang durchze- 
fiihrten Psychotherapie, die nichts anderes als cine gowisso Kr- 
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Aweren depressiven Symptome bei ciner kérper- 
mistande brachte — trotz Lésung zahlrcicher 
nisse und Erhellung der Iebensgeschichtlichen 

» gclang ubter G 22355 dic 
der schweren vitalen Versti 


ischen G 22355 und andersartigen 
die als «Sorgenbrecher» wirken, 
quilizer» oder «Ataractica» he- 


Hamat gchdren (7), sowie der Gru: pe 
Bezichung lit sich bei oberflichli 


Bei genauerer Betrachtun 


Neuroplegicum» nicht voll entspricht, 

VerhiltnismaBig oft beschrieben ist die pharmakologische Becin- 
ussung von «Angstphinomenen, und zwar sowohl im Sinne ihrer 
rzeugune bei Vergiftungen als auch ihre therapeutische Vermin- 
Berung. Weniger beachtet wurde die Wirkung pharmakologischer 
n auf Schuldphinomene. Es sind hier noch groBe Auf- 
Baben, deren Bearbeitung von weittragendem. Interesse ist, und 
nicht nur fiir die Biologie und die Medizin, sondern vor allem 

uch fiir psychologische und philosophische Probleme. 


b. Vertriglichheit 


zu 25 mg tiglich auf dem 
wirtschaftliche Arbeiten ver- 


zu erzielen, da8 er scine 
leitende Tatigkeit, die héchste intel- 
langt, fortsetzen konnte: 
inglich mi 

ten Kur traé plitzlich eine volle 
G 22355 kan: kombiniert werden mit 
iz » mit den heute iiblichen Behandlungsmetho- 
Ren der sewohniichen Infekti eiten und der Tuberkulose 

Bowie mit Elektroschock. 


. Nebenerscheinungen 


mittleren Letaldosen bei Maus, Ratte und Kaninchen, entapricht pr... 
ordnungsmaGig ungefihr derjenigen des Chlorpromazina?, “*~ 
Kranke, welche sich einizermaBen selbst heobachten und 
faben machen kénnen, beschreiben foltrende Nebenerschei nun 
Herzklopfen mit Pulsbeschleunizung, lic meist anfallaweine 3: 
treten, SchweiBausbriche, Trockenheit des Mundes, oft mit Diz. 
empfindungen, und, besonders bei iilteren Patienten, Akkom:, 
dationsstérungen und Icichten Schwin el; seltener horen wiry. 
Druck im Kopf und allgemeinem Unwohlsein. Hie und da wird i.; 
Paristhesien geklagt. i 
Mist sind diese Nebenerscheinungen ge 
behandlung als bei peroraler Verab 


meinen bloB eine 


i| nie beobachtet, und »- 

zeichen einer Sucht pew! 

erung oder unter normaléer Dosierung bei sewi-~ 

anscheinend besonders disponierten Menschen (unter anderem !. 
akut schizophren Erkrankten) kann ein Errequngscustand aultret. 
Es kann sich dabci um eine Aktivierung der Psychose mit Strip 
Tung der Angst, der halluzinatorischen Tatigkeit und der Wal: 
bildyng handeln. Dann wieder beohachtdn wir einen akuten ez 
genen Reaktionstyp oder eine vital-elementar anmutende Ex 
gung, die keine besonderen Inhalte erkennen laBt, oder es ents" 
= maniformes oder rauschihnliches Bild. Letzteres freilich 3: 

tensten. H 


Ideri: 
heute dercits fest, 


t, das Zustandckommen 
pressiven Hommung in 
Yegung zu schen. 


Bei G 22355 treten die Exregungszustirde zum Teil im Beg 
det Kur auf und zwingen dann gelegentlich zu ihrem Absetz” 
aber auch erst nach 1-2 Monaten oder noch spater. Bei der Beha: 
lung ciner Depression stdren die letzteren nicht, weil in dieser, 
nur noch eine relativ geringe Erhaltungsdosis verabreicht * 
welche keine derartige Komplikation befiirchten laBe. : 

Wie unter deri andern Medikamenten kann die Erregung 
Fortsetzung der Behandlung wieder verschwinden und einer Be~ 
rung der Psychose Platz machen, oder sie steigert sich so weit. < 
die-Behandlung unterbrochen werden muS. Im allgemeinen ha’- 
wir aus Vorsicht in diesen Fallen rasch mit der Behandlung < 


Se aeecee. oder Iebe 
Sch iegende gar 

haben wir bei unseren mit G 

Die i Wi 


Bei ciner Patienti 
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ike. Einzelne Kranke, die cine Ucherempfindlichkeit auf 

in zeigten, konnten mit G 22355 ohne Zwischenfall 

werden, Personal, das auf Chlorpromazin sensibilisiert 
séagierte nicht auf G 22355. 

tntich wie die Phenothiazindcrivate fiihren diejenigen des 

ibonzy einer Photoxensibilisicrung fiir Sonnenbestrah- 

sider ist deshalb wihrend der Behandlung Vor- 

en vor und nach verschieden langer Behandlung mit G 22355 

2 andern Iminodibenzylderivaten durch den Ophthalmologen 

ptrolliezen ‘assen*. In keinem Fall konnten Anhaltspunkte fiir 

$ sung irgendwelcher Art der Augen gefunden werden (9). 

¢ Kranken haben auch nie iber Stérungen des Dimmerungs- 

hens oder andere Abweichungen im Sehen geklagt aufer iiber 

whe, welche auf dic Becintrichtigung der Akkommodation 

siickzufiihren waren. j 

Bis.stchen uns iiber 300 Blutstaten zur Verfiigung, um die Frage 

s Einflusses von G 22355 auf das Blutbild zu beurteilen. (Wir 

féiigen ferner iiber cine grofere Zahl von Blutbildern, die bei 

nendlungen mit andern IJminodibenzylderivaten gewonnen 

sde und die, soweit wir bisher schen kénnen, iihnliche Resultate 

fweisen.) In 50 Fallen sind die Blutverhaltnisse wihrend Injek- 

askuren verfolgt worden. 36 Fille konnten fiir eine Statistik 

vendet werden. Die iibrigen Falle zeigen aber ahnliche Werte. 

e 1 gibt eine Uebersicht iiber die Ergebnisse. 


Tabello 1 
hecanittszahlen der Blutstaten von Injcktionskuren mit G 22355 
36 Fille 21 Fille 


3.-5. 


° 5.-9. 
Tag 


4,3 | 4,2 
Das Blutbild wird praktisch fast gar nicht beeinfluBt, ausgenom- 
a die Zahl der eosinophilen Leukocyten, die leicht ansteigt. 
von 36 Fallen zeigten keine Reaktion der Eosinophilen. Der 
hste Wert, der wihrend der‘Kuren gezithlt wurde, betrug 18% 
einem. Fall, welcher schon vor Beginn der Behandlung 14% 
inophile hatte. Dreimal halen wir 10% und einmal 11% gezihlt 
Patienten, die vor Beginn der Kur weniger als 5% Eosinophile 
sen. Die Zahl der Leukocyten steigt in cinzelnen Fallen auf 
(400-12 000 und sinkt geleentlich auch etwas; nur zweimal kam 
zu Zahlen unter 4000 (3000 und 3600). ° 
Wir haben dann noch zwei weitere apes von Patienten gebildet, bei 
n das Blutbild nach linzer dauvernder Bchandlung kontrolliert wurdo: 
erste Gruppe von 22 Fillen, die nach durchschnittlich 20 Wochen und 
zweite Gruppe von 1% Fillen, die nach durchschnittlich 40 Wochen 
roliiert wurde. Auch hicr ergeben sich keine wesentlichen Abweichun- 
Die Zahl der Eouinophilen bleibt ctwas erhéht mit 3,3% in der ersten 
$.5% in der zweiten Groppo. Hicr finden wir zweimal 13%, cinmal 
* und cinmal 10% Eosinophile; dic Leukocyten sind einmal auf 2900 
amal ist wiihrend der Behandlung mit cinem andern Iminodibenzyl- 
t cin typisches Piciffersches' Drisenficbor aufgetreten. Wir haben 
Ychandlung abgebrochcn. ~ 


Der Bluidruck wird im Rohmen der von yns verwendeten Dosen. 


seringgradig beeinflu8t, mcist sinkt er etwas, in einzelnen Fal- 
jac aber anch eineileichts Steigerung beobachtet worden. Bei 
pertonie haben wir Senkungen von 30-60 mm Hg beobachtet, 
wahrend der Behandlung von viclen Monaten anhielten, sogleich 
et wicder verschwanden, wenn das Mcdikament abgesetzt wurde. 
Wir danken Herrn Kollegen Dr. Lilssi, Augenarzt in Frauenfeld, 

ophthulmologischen Consiliarius des Thurgauischon Kantonaspitals 
asterling To RAT REA ale 
ubnis, seine Berichte in dicser Arbeit zu verwendon. : 
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Wo dieser Effekt eintritt, ist er meist von einer Besserung des 
psychischen Krankheitsbildes begleitet. Eine Neigung zu Kollaps- 
zustiinden ist. kaum zu beobachten., Wenn der Blutdruck, wie dics 
Sfters bei Depressiven der Fall ist, auffallend nicdrig ist, klagen dic 
Kranken iiber besonders starken Schwindei. cer auf cine zusitz- 
liche Behandlung mit einem Kreislaufstimuians, wie Sympatol, 
gut anspricht, 

Wir haben nur in 2 Fallen Thrombosen beobachtct und bisher 
nic cine Lungenembolie gesehen. Allerdings lassen wir dic Kranken 
auch bei héherer Dosierung mindestens 2mal tiglich cinige Zeit. 
auBer Bett zubringen und, sobald sie es irgendwie ertragen kénnen, 
aufstehen. 

Symptome von sciten der Verdauungsorgane sind gering. Zwar 
kommt es bei vorherbestehender Appetitlosigkcit im allgemcinen 
zu ciner Verbesscrung der Nahrungsaufnahme, aber die bei Chlor- 
promazin immer wieder beobachtete Gewichtszunahme bleibt aus, 
falls nicht infolge der psychischen Erkrankung eine Ina ition be- 
stand. Einen sicher auf G 22355 zuriickzufiihrenden Icterus haben 
wir bei 300 Fiillen nie gesehen. Einmal ist ein solcher 6 Wochen 
nach Beendigung ciner ganz kurzen Behandlung aufgetreten, cin 
anderes Mal zwar wihrend der Behandlung, aber zur gicichen Zcit 
hatten: wir zwei andere Fille von Icterus auf der Abteilung bei 
Patienten, die keine entsprechenden Medikamente hatten. Nur 
cinmal haben wir eincn einzelnen, ganz leichten Icterus wihrend der 
Behandlung geschen, der spontan innert kurzer Zeit zuriickging. 
Drei Patienten, die auf Chlorpromazin einen Icterus bekommen 


- hatten, erhiclten G 22355, ohne da8 es erneut zu diesem Krank- 


heitsbild gekommen wiire. Oft klagen vor allem Frauen, die bereits 
vor der Behandlung unter Verstopfung litten, dariiber, daB diese 
wihrend der Behandlung stirker geworden sei. Es kommt vor, da8 
eine eng mit der Depression zusammenhingende Verstopfung mit 
dem Eintritt der unter der Behandlung erreichten Besserung der 
iibrigen depressiven Symptome verschwindct. 

Auf dem Gebiet der Motorik fallt bei guter Beobachtung auf, 
dav die Mimik der Kranken unter der Behandlung etwas irmer und 
stcifer wird, falls der Gesichtsausdruck nicht bercits durch die 
Krankhcit stark veriindert war und die Besserung der Grundkrank- 
heit dann auch eher eine Lésung im mimischen Bereich hervorruft. 
AuBerdem kommt es etwa vor, da ein sehr feinschligiger Tremor 
auftritt; selten sieht man eigentliche parkinsonistische Zustands- 
bilder, die, wie bei Reserpin und Chlorpromazin, auf eine ent- 
sprechende Behandlung reagieren. Am ehesten treten sie bei dlteren 
Leuten auf, bei denen bereits ohne Medikamente cine gowisse 
Tendenz zu extrapyramidal-motorischen Dekompensationserschci- 
nungen zu beobachten ist. 

Bei unscren Versuchen mit Iminodibenzylderivaten ist uns immer 
wicder aufgefallen, da8 Manner und Frauen auf chemisch gleicho 
Stoffe nicht ganz identisch zu reagieren scheinen. G 22355 wirkt 
bei Frauen anscheinend eher besser als bei Minnern, und viel- 
leicht = Manner dabei eher hiufiger als Frauen zu Erregungs- 
zustinden. 


Zusammenfassung. 1. Iminodibenzylderivate haben cine den 
Phenothiazincen und dem Reserpin zum Teil ahnliche, zum Teil 


andersartige Wirkung aes osen. Das N-(y-Dimethylamino- 
ropyl)-iminodibenzylhy: rid (G 22355 der J. R. Geigy AG, 
), das*ein andercs Ringsystem, aber dieselbe Scitenkette 
aufweist wic Chlorpromazin, hat sich aus ciner Reihe unter- 
suchter Substanzen als besonders wirksam und gut vertriiglich 
erwicsen. 

2. G 22355 hat einen klar hervortretenden Einflu8 auf die vitale 
depressive Verstimmung, besonders bei end Depressioncn: 
Auch poeta depressive Seen Ss a sane deutliche 
Becin! . Die Wirkung ist geringer und ein unsicherer, 
sobald paula ische Hi i oder eine sttkere schizo- 
pa Komponente vorliegt. Die Ursache fiir das V: der 

andlung in andern Fillen von typischen Depressionen ist nicht 
geklirt. In 34-4/, der Fille kann aber mit eincm Erfolg hnet 
werden, der oft in cincr igen Remission besteht, oft in 
einer wescntlichen Besserung, die Zustand ertriiglich: macht: 
Auch schockrosistente Fille kénnen reagicron. Andern bei Depros- 


sionen empfohlenen Medikamenten, wie Schlaf- und 
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itteln, Chlorpromazin, Reserpin, Weckaminen und Meprobamat 
Sereniiber erweist sich G 22355 als deutlich iiberlegen. 
* 3. G 22355 h bei Schizophrenen, aber nicht mit der- 


nicht angezcigt und | 
Methoden oder 
KOnnen. Dagege: 
wirken. 


tersuch: 
idung itber das Vorkommen von Icterus 


Komplikation selten zu sein. Der Blat- - 


wird nur schr wenig modifiziert, am ehesten noch bei Hyper- 
tonie gesenkt, sciten pesteicert. 

Im Verlauf der Behandlung kann es zu Erregungszustinden 
kommen, die bei Weiterfihruns der Verabreichung wieder zuriick- 
treten oder zum Abiruch der Behandlung zwingen. 

5. Ein Stoff wie G 22355, der die depressive vitale Verstimmung 
beeinfluSt, ist nicht nur praktisch-therapeutisch von groBer Bedeu- 

ung, sondern auch theoretisch von hohem Interesse. ein 
ergaben unsere Untersuchungen Hinweise auf die M eit, 
durch genaue Analyse der klinischen Beei 
wirkende Stoffe voneinander zu un 


Summary. 1. Iminodi 1 derivatives 
choses chee resembles San of phenothi 
some respects and differs from them i 


3. SSS oe 
as in depressions. This is certainly 
and hypnotic activity. It is theref 
and manic states and should be used in 
other methods or druss have proved 
indicated. In schizophrenia wi 
work well. 


sweating, tach 
ee T 
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to date allow no conclusions to be drawn tegarding the occurrence 
of jaundice; at all events, this complication seems to be rare, 
Blood-pressure is little affected; if anything, it is depressed in tl, 
presence of hypertension; it is seldom raised. 

States of excitement may occur in the course of treatment. Ther 
either disappear spontaneously as treatment is continued, or 
compel its discontinuance. 

5. A substance such as G 22355, which influences depressive 
states, is of great interest theoretically asiwell as practically. The 
results of our investigations indicate a possibility of distinguishing 
substances of ostensibly similar action by! the careful comparinn 
of their clinical effects. i 


1. Kielhols, P.s Schweiz. med. Wachr. $4) 87 (1957) (mit weitere 
Literatur). - 2. de Boor, W.: opsychologic und Psychopathologie. 
Springer, Berlin 1956. - 3. Zum Problem der Anwendung des Antagunis. 
musschemas auf paychopharmakologische Probleme vzl.: Walther- Biel, I: 
Maclir. Psychiat. Neurol. 129, 236 (1955). — Ueber Wirkungabereich unl 
Grenzen dicses Prinzips ist auch heute noch gtundlegend: Goldatein, K: 
Der Aufbau des Organismus. Nijhoff, Den Haag |1934. - 4. Zu dicscr Litera. 
turvgl. de Boor, l. ¢., S177 und 179. = Dazu ist neuerdings beizuzichen die 
meonfasscndo phie: Revol, L., und Mitarb.: La i 


S.103, = 7. Vgl. Maller, Che: 
S. 114. - 9, Zur Boobachtung recht sch 
vgl.: Remy, I. 


. on fe 
“Neurol. Psychiat. 77, 480 (1956). 


Travail de la Clinique universitaire de Psychiatrie, Bel-Air, Genive 
Directeur: ? Prot. F. Morel t “ 


‘Te vocabulaire Psychialrique de| notre époque . 
L’ information qu’il communique ) 
Par F. Morel | i heas 


Es i 
such: 


En utilisant l’index des matitres de plusieurs Ouvrages contets- 
porains en psychiatric, j’ai relevé la liste des 250 mots ificatic 

hautement psychiatrique les plus usuels. Cette évaluation sommaire 
donne une idée approximative de la terminologie actuelle «1 
psychiatrie générale. i 


On ne trouve aucun nom d’objet dans i, a ion de 
trés rares mots composés & partir dun objet, comme morphine 
Lensemble est fait d’abstractions. \ fs 

Morphologiquement ces mots abstraits présentent des catégon~ 
faciles & teconnaitre par leur’terminaison. 7 sur 10 de ces mo‘ 
appartiennent 4 l'une des quatre catégories en ~ité, -ion, ~isme, + 


Les mots en -it¢ 
ment le 5%.des mo 
allemande... La. distinct 


~ton, plus. nombreux 
(20% ‘et 109%), signifient des états 
des tiers, mais aussi des états 
(hallucination, obsession). 3 
Les mots en -isme sont environ 99%, t en ‘allen 
Ils indiquent une manitre snormale aporter, le point 
Qépart du mot étant soit la substance dont/il est. fait abns (= 
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I. Introduction, Origin of This Class of Compounds, Their Medicinal 
Importance 
A. Scope of This Review 
B. Derivatives of Iminodil 
C. Derivatives of 10,11-Dihy H-dibenzo[a,d]cycloheptene and 
of 5H-Dibenzola,d]cycloheptene 
D. Derivatives of 5,10,11,12-Tetrahydrodibenz[b,glazocine, 5,6-Di- 
hydromorphanthridine, Acridan, Carbazole, 9,10-Dihydroanthra- 
cene, and Fluorene = 
. Syntheses of Compounds 
A. Synthesis of Intermediates R. 
B. Synthesis of Final Products R-Z-Am... 
C. Synthesis of Metabolites of Imipramine 
. Tabular Survey of 5H-Dibenz[b,flazepines, 5H-Dibenzo[a,d]cyclo- 
heptenes, and Related Compounds 
. The Pharmacological Activity of the Thymoleptics 
= See 
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. Metabolic Fate and Jn Vivo Distribution of Imipramine and Ami- 
triptyline 
. Imipramine and Metabolites 
B. Amitriptyline 
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hydroxylation of the central seven-membered ring, 
and subsequent conjugation with glucuronic acid. 


VI. Summary or Curican APPLICATIONS 


A. Imipramine 


1. Inpications anp Ciinicaz REsvits 


Kuhn (1957) was the first to establish endogenous 
depressions (manic depressive disorders, involutional, 
recurrent, and climacteric melancholia) as the main in- 
dication for imipramine. Nearly all clinical investiga- 
tors have corroborated his statement (Ayd, 1959; 
Azima, 1959; Freyhan, 1960; Lehmann e¢ al., 1958; 

Taste XVII 
TsrraPsvtic Response To IMPRaMINE THERAPY 
jl depeemisos’ Senileana RSH 
categories involutions) q@mmeenle, peutic Symptomatic 
7807 324 


46% 38% 
24% 26% 
12% 16 
18% 20% 


Delay et al., 1961; Dunlap, 1962). Other depressive 
states which respond favorably to imipramine therapy 
include reactive and neurotic depressions (Angst, 1961; 
Lehmann ¢¢ al., 1958; Kuhn, 1957) and symptomatic 
forms of depression. Depressive states are especially 
difficult to place into defined diagnostic categories. 

An evaluation of 220 clinical papers (out of ca. 1000 
published to date) is summarized in Table XVII; the 
division into diagnostic categories is inherently fraught 
with a certain degree of inaccuracy. 
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There are a number of single factors which can in- 
fluence the therapeutic response to imipramine therapy 
in endogenous depressions: number of phases, course 
of the disease, age, sex. Most clinical investigators have 
related the psychopathological picture to the thera- 
peutic result. In this connection the definition of 
“target symptoms’’ coined by Freyhan (1959) has 
gained importance. It is a fact that inhibited depres- 
sions respond best to imipramine therapy (e.g., Ayd, 
1959; Coirault e¢ al., 1959; Fazio et al., 1959; Hift and 
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Kryspin-Exner, 1959; Kuhn, 1957; Delay et al., 1961; 
Lehmann et al., 1958). The opinions on the influence 
of imipramine on anxiety are divided. 


2. SIDE EFFECTS AND CONTRAINDICATIONS 


The most frequent side effects of imipramine are 
caused by its effect on the autonomic nervous system; 
they include dryness of the mouth, sweating, disturb- 
ance of accommodation, constipation, insomnia, and 
giddiness. In general, their nature is not severe; they 
usually fade away during 2-3 weeks or after reduction 
of dosage. Urinary retention has been observed in 
elderly patients (Harrer, 1961b). 

Cardiovascular complications have been reported 
especially in elderly patients with damaged circulation 
(Mosbech, 1960; Rosen, 1960; Harel and Wijsenbeek, 
1962; Kristiansen, 1961; Muller et al., 1961). In these 
cases a cautious dosage and close observation with 
ECG is indicated. 

Tremors and a Parkinson-like syndrome have been 
reported in very few cases (Colin, 1959; Lehmann et al., 
1958). Generalized convulsions have been observed in 
epileptics or patients with a pathologic EEG; caution 
is therefore indicated (Borenstein and Dabbah, 1959; 
Verdeaux and Mordret, 1960). 

Allergic skin reactions are rarely seen; photosensi- 
tization is almost absent. 

Isolated cases of icterus have been reported (Lund, 
1962), likewise agranulocytosis (Bird, 1960; Blair 
1960). 
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Combination of imipramine with MAO inhibitors 
may lead to complications; after treatment with MAO 
inhibitors an interval of 2-3 weeks should elapse before 
imipramine therapy is started (Harrer, 1961a). 

Imipramine is relatively nontoxic; attempted sui- 
cides with 30 mg/kg have been unsuccessful. Espe- 
cially in ambulatory treatment, however, the risk of 
suicide has to be considered. Like other antidepres- 
sants, imipramine may remove the psychomotor inhibi- 
tion before the change in mood is obtained, thereby 
increasing the danger of suicide. 


3. Lazporatory FInpINGs 


Urinary status remains unchanged under imipra- 
mine therapy. 

Leucocytosis and leucopenia have been reported 
(Leyberg and Denmark, 1959), also eosinophilia 
(Kuhn, 1957). No other permanent changes in blood 
status have been reported. 

On rare occasions, liver function tests showed slight 
pathological results of transient nature (Hippius and 
Jantz, 1959; Telatin and Maccagnani, 1959). 

The opinions on the influence of imipramine on sugar 
metabolism are controversial (Kuhn, 1957; Schmitt, 
1959; Telatin and Maccagnani, 1959; Kaplan e¢ al., 
1960). 
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Unrrep States Court or APPEALS FOR THE District oF 
CoLumsBr1a Crecuit 


No. 19,706 


WALTER SCHINDLER, ET AL., APPELLANTS, 
v. 


COMMISSIONER OF Parents, APPELLEE. 


Appeal from the United States District Court for the 
District of Columbia 


Decided April 26, 1966 


Ur. Caspar C. Schneider, Jr., of the bar of the Court 
of Appeals of New York, pro hac vice, by special leave 
of court, with whom Mr. William A. Smith, Jr., was on 
the brief, for appellants. 

Mr. Jack E. Armore, Attorney, United States Patent 
Office, with whom Mr. Joseph Schimmel Acting Solici- 
tor, United States Patent Office, was on the brief, for 
appellee. 

Before Fany, Circuit Judge, Bastian, Senior Circuit 
Judge, and Burger, Circuit Judge. 


ORDER 


This cause came on to be heard on the record on ap- 
peal from the United States District Court for the Dis- 
trict of Columbia, and was argued by counsel, and it 
appearing to this Court, contrary to the finding of 
the trial court, that there is evidence in the record of 
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comparative tests relating to anti-depressant activity 
of the compound of Claim 8 and that of Example 2 of 
the Schindler, et al. patent which is of legal significance, 
and that the original description does support a proffer 
that the compound of Claim 8 has anti-depressant prop- 
erties, 

Now, therefore, this Court retains jurisdiction in this 
appeal; and it is 

OrpERED by the Court that the record on appeal 
herein be remanded to the District Court with direc- 
tions: 

(1) that it consider such evidence, described above, 
with such additional evidence as in its discretion and at 
the request of the parties it might permit to be ad- 
duced; and 


(2) that it supplement the record with new findings 
of fact and conclusions of law, and return the enlarged 
record to this Court in this case. 

We express no view on the merits of the appeal nor 
as to the effect, if any, of the above described evidence. 


Per Curiam. 
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[Title omitted] 


Motion to Dismiss APPEAL 


Appellants, in the light of the Judgment entered 
by the District Court on February 8, 1967, setting aside 
its prior Judgment entered June 23, 1965, and author- 
izing appellee to issue a patent to appellants, now move 
to dismiss this appeal. Copies of the Judgment en- 
tered February 8, 1967, of the supporting Findings 
of Fact and Concise of Law, and of the District 
Court’s opinion, are attached hereto. | 


Wuium A. Sunrx, Jr 

Attorney for Appellants : 
William A. Smith, Jr., | 
922 Woodward Building, 


Washington, D.C. 20005. 

Phone: 347-8070 

Of Counsel: 
CasPER C. SCHNEIDER, JR., 


30 Broad Street, 
New York, N. Y. 10004 


February 14, 1967. 
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[Title omitted] 


AAPPELLEE’S MEMORANDUM IN OPPOSITION TO APPEL- 
LANTs’ Motion to Dismiss APPEAL 


| Appellee opposes appellants’ ‘‘Motion To Dismiss 
Appeal.” The motion is based on the entry of a judg- 
ment on February 8, 1967, setting aside a prior judg- 
ment of June 23, 1965 in defendant’s (appellee) favor. 
Appellee asserts that the judgment of Ferbuary 8, 
1967 is null and void. Appellee also asserts that the 
original judgment should be reinstated and affirmed, 
as more fully set forth hereinafter. 

1. This case was remanded on April 26, 1966, to the 
District Court for the specific purpose (1) of consider- 
ing the evidence introduced at the first trial, but 
deemed inadmissible by the trial judge; (2) of hearing 
such further evidence as in its discretion and at the 
request of the parties it might permit to be adduced; 
(3) supplementing the record with findings of fact 
and conclusions of law, both with respect to the evi- 
dence rejected at the first trial and any new evidence 
adduced; and (4) of returning the enlarged record to 
the Court of Appeals. Finding of Fact No. 5 recognizes 
that this is the District Court’s function at this time. 
Nevertheless, despite the express statement in the re- 
mand that this Court ‘‘retains jurisdiction in this ap- 
peal’’, the District Court, through the second trial 
judge, entered a final judgment that plaintiffs (ap- 
pellants) are entitled to receive a patent. It is sub- 
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mitted that this judgment should be vacated, for ae 
sons set forth below under Point 1. It is also sub- 
mitted that the original judgment should be affirmed 
for reasons set forth hereinafter under Point 2. 


Port 1 


The decision of this Court dated April 26, 1966, held 
that “there is evidence in the record of comparative 
tests relating to anti-depressant activity of the com- 
pound of claim 8 and that of Example 2 of the Schind- 
ler et al. patent which is of legal significance, and that 
the original description does support a proffer that 
the compound of claim 8 has anti-depressant proper- 
ties”. Because of these holdings the Court remanded 
the case to the District Court to (1) “consider such 
evidence, described above, with such additional evi- 
dence as in its discretion and at the request of the 
parties it might permit to be adduced”, to (2) “su 
plement the record with new findings of fact and con- 
clusions of law’, and to (3) ‘‘return the enlarged 
record” to this Court, expressly stating that “this 
Court retain jurisdiction in this appeal.” 

The clear import of this remand is that the District 
Court was to make findings respecting the compara- 
tive tests of record, which this Court had held to have 
legal sgnificance, and to draw conclusions thereon. 
Also, the District Court could supplement the record 
with additional evidence if the parties so requested, 
and make findings of fact and conclusions based thereon 
as to such additional evidence, so that this Court would 
have the evaluation of all evidence of comparative and 


282 
Appelice’s Memorandum 


other tests relating to anti-depressant properties. It 
‘is also clear that all that this Court wanted the District 
Court to do was to make findings and conclusions, and 
report them to this Court. 


However, instead of complying with the express 
conditions of the remand, the District Court, after 
permitting the plaintiffs (appellants) to introduce ad- 
'ditional evidence, rendered a bench opinion (copy at- 
‘tached), made findings and conclusions and entered 
a judgment (copies attached to motion), setting aside 
‘the previous judgment of June 23, 1965, and author- 
izing defendant to issue a patent to the plaintiffs. 
'Though Finding of Fact No. 5 recognizes that this 
'Court’s remand required the District Court to ‘‘return 
the enlarged record to the Court of Appeals’’, it is 
‘manifest that the record was not returned to this 
Court. Instead the District Court entered a final 
‘judgment. This judgment is contrary to the express 
‘wishes of this Court, as clearly evidenced by its 
statement that this Court ‘“‘retains jurisdiction in 
‘this appeal”. Without jurisdiction, it is manifest 
that no proper judgment could be entered by the 
District Court. Since jurisdiction of this appeal 
has been retained by this Court, and since the 
remand to the District Court required that findings 
‘ of fact and conclusions as to all the evidence on com- 
parative tests be submitted to this Court, the District 
Court clearly exceeded the authority given by the 
‘remand. Hence, the judgment entered by the District 
' Court is null and void. In this connection, it is pointed 
| out that the District Court had doubts as to whether 
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the original evidence of comparative tests was sufficient, 
but the sufficiency of that evidence was not determined, 
though this Court had requested such a determination. 
The fact that the additional evidence introduced on 
remand was considered impressive (page 2 of opinion), 
did not relieve the District Court of its duty and obliga- 
tion to make the findings requested by this Court. Ac- 
cordingly, it is submitted that appellants’ motion to 
dismiss should be denied. It is suggested that it would 
be appropriate, instead, for this Court to make its 
own findings and draw its own conclusions from the 
totality of the evidence submitted. 


Port 2 


The District Court’s oral Opinion on remand (copy 
attached hereto), states clearly that the judgment was 
based exclusively on new evidence adduced at the sec- 
ond trial. According to standards laid down by this 
Court, this new evidence, essentially opinions and con- 
clusions, is of little or no probative value. It cannot 
legally or properly be considered the sole basis for 
concluding that otherwise obvious subject matter—the 
claimed chemical compound—which is unpatentable 
under 35 U.S.C. 103, becomes unobvious, and, there- 
fore patentable. For reasons more fully explained 
hereinafter, it will be shown that the District Court’s 
reliance upon this opinion evidence is contra to the 
criteria and standards set by this Court. 

It is important to note that in the opinion of the 
District Court on remand, the Court expressed agree- 
ment with the Court’s original decision, based mpon 
the record made in the Patent Office, and with respect 
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to the record evidence this Court desired evaluated. 
With respect to the latter, the Court stated that: 


“The Court has doubt [emphasis added] whether 
that evidence, too, is sufficient to justify the con- 
clusion of efficacy of the medicine * * *.’’ 


However, no express finding of fact relating to that 
evidence was made, even though this Court had ex- 
' pressly requested such a finding when the case was 
| remanded. This Court in Reynolds v. Aghnides, 123 
U.S. App. D.C. 28, 356 F.2d 367, laid down the rule 
that ‘‘doubt [as to patentability] is to be resolved’’ 
not in favor of the applicant but “‘in favor of adminis- 
trative * * * action.’’ Thus, had the District Court 
: complied with this Court’s wishes as to findings and 
conclusions on that evidence giving full effect and 
force to the rule of the Reynolds v. Agnides case, it 
would have had to find that such evidence was insuf- 
ficient to disturb the decision of the Patent Office that 
claim 8 was unpatentable, because obvious from the 
| prior art. Having made the finding of obviousness, 
the District Court would then have had to conclude 
that claim 8 was unpatentable, since obviousness of 
: ¢elaimed subject matter creates an absolute bar, as held 
in Hays et al. v. Brenner, 123 U.S. App. D.C. 96, 357 
F.2d 287. 
| Im concluding in the opinion ‘‘that the plaintiffs 
, are entitled to a patent on claim 8 of their application,”’ 
| the District Court expressly states that it relied upon 
the further evidence introduced at the second trial, 
| namely the testimony of the two witnesses, Dr. Gar- 
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rone and Dr. Deniker, two professors of psychiatry, 
one in Geneva and the other in Paris, which the Court 
considered “‘highly impressive.” Apart from the fact 
that that testimony sets forth only conclusions and 
opinions, and therefore, is of little or no probative 
value on the critical issue of obviousness, it must be 
emphasized that that testimony relates only to the use 
of the claimed mono-chloro compound, and does not 

purport to compare that compound, as to anti-depres- 
sive properties, with the closely related prior art com- 
pounds, namely the dichloro compound of the Schindler 
et al. patent or the non-chlorinated compound (mipra- 
mine) of the Haefliger et al. patent, referred to in Find- 
ings of Fact No. 6 (a) and (e). Such comparative 
results are believed to be required by this Court’s deci- 
sion in Blanchard v. Ooms, 80 U.S. App. D.C. 400, 153 
F.2d 651, to justify the conclusion of patentability. 
Mere general opinions, even from experts, that the 
claimed compound is more effective or faster-acting 
without the comparative test evidence, upon which the 
opinion is based, is of no probative value on the issue 
of unobvious or unobviousness. This Court required 
such comparative testing as a pre-requisite in the 
Blanchard v. Ooms case. The Court of Customs and 
Patent Appeals in a number of its recent decisions, 
also indicates that it is in agreement, in stating that 
‘‘An arguable difference is not convincing at the precise 
point where comparative evidence is clearly needed ;”” 
In re Mostovych, 52 CCPA 884, 339 F.2d 485; In re 
Shannon, 53 CCPA —, 356 F.2d 548; In re Fortess 
et al., 54 CCPA —, 152 USPQ 13. Furthermore, if 
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consideration be given that testimony, attention is in- 
vited to the fact that Dr. Garrone stated that the 
claimed monochloro compound was administered in 123 
cases with “effective results’”’ in about 80 percent of 
the cases; that Dr. Deniker stated ‘‘that he and a re- 
search group working under him had administered 
the medicine involved in this application to 150 pa- 
tients and that its action is ‘remarkable’ in treating 
severe depressant states, apathetic schizophrenia, and 
severe neurotics,’’ with about 20 percent failure; that, 
in addition, ‘‘at the hospital of the University of Paris 
the medicine has been regularly used for four years 
last past and several hundred patients were treated 
| with it with success;’’ and that ‘“‘this medicine can 
be used, in his opinion, in place of electric shock treat- 
| ment and that it is gradually displacing electric shock 
treatment at the hospital of the University of Paris.”’ 
| The terms ‘‘effective results,’ and action is ‘“‘remark- 
able,”” and patients were treated ‘‘with success” ap- 
| pear to be the evidence which the District Court con- 
sidered “‘highly impressive.’? This Court has re- 
peatedly and consistently held that results so charac- 
terized do not necessarily qualify as an advance satis- 
fying the required standard of patentability. For ex- 
ample, in Martin v. Watson, 103 U.S. App. D.C. 106, 
| 255 F.2d 185, ‘“‘unexpectedly good results’? were held 
insufficient; in Darison Corp. v. Watson, 109 U.S. App. 
| D.C. 296, 287 F.2d 150, ‘‘important developments of 
. substantial value to the industry” was not acceptable; 
. in Reimauer v. Ladd, 110 U.S. App. D.C. 300, 293 F. 2d 
139 ‘thas contributed substantially by his improve- 
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ment”’ was not effective, and in Pollack et al. v. Ladd, 
120 US. App. D.C. 318, 346 F.2d 799, the fact that 
results were ‘‘excellent” did not sway the Court | to 
conclude that a patent should be granted. Accordingly, 
the District Court’s failure to apply the criteria and 
standards of this Court in evaluating the evidence 
in the particular art, constitutes reversible error. 
Since the evidence adduced at the second trial is the 
sole basis for the conclusion that the compound of 
claim 8 is patentable over the closely related compounds 
of the prior art having the same property, it is sub- 
mitted that the judgment should be vacated. | 
Furthermore, the general conclusions and opinions 
of the two witnesses as to the efficacy of the mono-chloro 
compound, which impressed the District Court, cannot 
properly be considered to be of any probative value. 
As clearly pointed out in In re Novak, 49 CCPA 12838, 
306 F.2d 924, when utility of a drug or medicant in 
human therapy is alleged, it is proper to require sub- 
stantiating evidence, unless one of ordinary skill in 
the art would accept the allegations as obviously cor- 
rect. That evidence or proof of utility should be of 
such character as to be convincing to those skilled in 
the art. Later in Im re Irons, 52 CCPA 938, F. 24 80, 
the same court considering claims to a material alleged 
to be useful in treating arthritic diseases, and methods 
of treating such diseases, considered this issue of proof 
of utility again and quotes from publications by those 
skilled in the art respecting the type, character and 
quantity of clinical testing needed to convince those 
skilled in the art of the efficacy of any particular new 
| 
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drug. These publications show clearly that very special 
controls are necessary, including ‘‘double blind tests’’ 
and proper statistical aid at the outset of the investiga- 
tion. None of these factors was mentioned in the testi- 
mony of the witnesses and no clinical data was sub- 
mitted. This Court also has approved the requirement 
for convincing proof of the asserted utility, particularly 
in the medical field, by requiring reports of experimen- 
tation in the laboratory or in actual use, in affirming, 
on the opinion of the District Court, in Commonwealth 
Eng. Co. v. Ladd, 113 U.S. App. D.C. 53, 304 F. 2d 630. 
Additional authoritative publications respecting the 
| necessity of controlled testing in the medical arts in 
general is called to the Court’s attention. If deemed 
necessary, the Court could judicially notice the follow- 


ing statement in the authoritative work ‘‘The Pharma- 
cological Basis of Therapeuties,’’ edited by Goodman 
| and Gilman (The Macmillan Company, New York, 
| 1965), appearing on page 162 of chapter 12 (entitled 
“Drugs Used in the Treatment of Psychiatric Dis- 
orders,’’ by Murray E. Jarvik): 


Clinical Assessment of Pharmacotherapy. One 
of the most difficult problems in psychiatry is the 
assessment of therapy, and this is true whether the 
treatment is psychological, physical, or chemical. 
One must somehow answer the questions whether 
the patient is improved after treatment and 
whether improvement is due to the treatment. One 
must be particularly careful to rule out the pos- 
sibility that a natural remission has occurred, or 
that the patient or personnel connected with the 
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therapeutic trial have been influenced somehow by 
factors other than the specific treatment in ques- 
tion. Criteria for the evaluation of results in 
psychotherapy have varied from intuitive subjec- 
tive generalizations of therapists or patients, 
through rating scales, to objective measures of be- 
havioral change in patients. 

The advent of clinical psychopharmacology in 
the 1950s provided a tremendous impetus for the 
development of objective technics to measure be- 
havioral pathology in large groups of patients. 
Drugs have the virtue over other forms of therapy 
that they are discrete material substances that 
can be measured and easily dispensed in a con- 
trolled fashion. Psychotherapy, shock therapy, 
or surgery could not be studied in this controlled 
manner. New scales and inventories to evaluate 
psychopathology, including those by Burdock, 
Wittenborn, and Loor, were designed specifically 
to deal with large state-hospital populations. Mod- 
ifications of the anxiety scale on the Minnesota 
multiphasie personality inventory (MMPI) were 
devised and used to evaluate drugs such as mepro- 
bamate and chlordiazepoxide ; the depression seales 
of the MMPI have been employed to measure ef- 
fects of monoamine oxidase inhibitors and imipra- 
mine, and a number of specialized depression scales 
have been developed. 

Drugs also stimulated investigators to become 
more concerned about scientific methodology and 
the need for proper controls (see U.S. Dept. of 
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Health, Education, and Welfare, 1962). The use 
of matched samples of patients receiving differ- 
ent drugs or placebos and of crossover designs in 
which the same patients were given different treat- 
ments several times according to a balanced de- 
sign became feasible with pharmacological agents. 
Untreated controls have been used to measure 
spontaneous change in psychiatric status, although 
such patients are increasingly difficult to find. 
Experimenters or subjects can intentionally or 
unintentionally introduce bias into an investigation 
by preconceived ideas of what results can be ex- 
pected. This might be considered the influence 
of suggestion or autosuggestion, similar in most 
respects to that seen with hypnosis. What is com- 
monly called the placebo response may be inter- 
preted as the result of a preconceived idea or of 
the suggestion made by another individual that a 
particular tablet, capsule, or injection would have 
a particular effect. Whether high suggestibility 
is characteristic of a certain class of people 
(placebo reactors) has been a subject of some con- 
troversy. There is no question that the true phar- 
macological effect of drugs may be intensified or 
nullified by suggestion. Thus, by appropriate in- 
structions, amphetamine has been observed to 
sedate patients and barbiturates to stimulate them 
(Ross et al., 1962; Frankenhaeuser e¢ al., 1963). 
Raters who have been influenced to expect certain 
effects from drugs often find them, even when 
placebos have been given. In order to eliminate 
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bias, the double-blind procedure has been widely 
applied to drug experiments. With this technic, 
both experimenter and subject are kept as ignorant 
as possible of the nature of the drugs being ad- 
ministered and someone not otherwise involved 
keeps the key to the drug code until the end of the 
experiment. Often drugs reveal their presence 
through strong side effects, but sometimes active 
placebos (i.e. those with similar side effects but no 
therapeutic action) may be employed to advantage. 
Numerous review of the placebo problem are avail- 
able (see Wolf, 1959; Joyce, 1961). 

Since suggestion can play a major role in psycho- 
therapy, a critique of experimental design will 
often be included in the following discussions of 


the individual drugs, and descriptions of clinical 
effects will rely heavily on the results obtained in 
well-controlled rather than uncontrolled studies. 


It is manifest from the above statement by Jarvik 
that the minmum requirements for establishing the 
efficacy of a drug (especially a psychiatric drug) include 
the use of recognized objective standard test procedures 
(such as the ‘depression [rating] seales of the MMPI” 
referred to by Jarvik) and the utilization of effective 
controls. There is no evidence that these minimum 
requirements were met in the tests generally alluded 
to by the two witnesses. Moreover, in enacting the Food 
and Drugs statutes (Title 21, United States Code), the 
Congress specified the type of evidence it considered 
necessary to establish the efficacy (as well as safety) 
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of new drugs. Thus, 21 U.S.C. 355 provides in perti- 
nent portions, that: 


(b) *** Such person shall submit to the Secretary 
as part of the application (1) full reports of inves- 
tigations which have been made to show whether or 
not such drug is safe for use and whether such 
drug is as effective in use * * *. 


* * * * * 


(d) [An application may be disapproved where] 


(5) * * * there is a lack of substantial evi- 
dence that the drug will have the effect it 
purports or is represented to have * * *. 
** * the term “‘substantial evidence”? means 
evidence consisting of adequate and well con- 
trolled investigations, including clinical inves- 
tigations, by experts qualified by scientific 
training and experience to evaluate the effec- 
tiveness of the drug involved on the basis of 
which it could fairly and responsibly be con- 
cluded by such experts that the drug will have 
the effect it purports or is represented to have 


eee 


Consequently, albeit in a non-patent statute, Con- 
gress expressed its sense of the evidence it considers 
necessary to establish the efficacy (and safety of drugs). 
Where, as here, efficacy of a drug is sought to be estab- 
lished by applicants to justify the grant of a patent, 
it is reasonable to presume that the standard of evi- 
dence suggested by Congress should be followed. 
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Clearly, the general testimony of Drs. Garrone and 
Deniker does not meet the standards of evidence set 
out in 21 U.S.C. 355 as indicated above. It may be 
noted too, that probative evidence of efficacy (as is 
apparent from 21 U.S.C. 355) requires the submission 
of the raw test data Gncluding actual clinical reports) 
so that the conclusion of the witnesses may be compared 
with the actual test results; no such data was submitted 
to corroborate the witnesses’ testimony. 

Since the appellants introduuced no probative evi- 
dence of comparative tests with the prior art compounds 
at the second trial, and since the general testimony of 
efficacy—in addition to lacking probative value—does 
not establish patentable superiority over the prior art 
drugs, there is no basis for holding the claimed com- 
pound patentable in view of the entire record in the 
case. On this basis, too, the appellants’ motion to dis- 
miss the appeal should be denied and the first judg- 
ment appealed from, the only legally valid judgment 
in the case, should be affirmed. 


Respectfully submitted, 
JOSEPH SCHIMMEL, 
Solicitor, United States Patent Office, 
Attorney for Appellee. 
JACK E. ARMORE, 
Of Counsel. 
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Unirep States Court OF APPEALS FOR THE DISTRICT 
oF CoLumBIA CiRcUIT 


Appear No. 19,706 


Water SCHINDLER and Henri DietricH, APPELLANTS, 


Vv. 


COMMISSIONER OF PATENTS, APPELLEE. 


APPELLANTS’ REPLY TO APPELLEE’s MEMORANDUM IN 
OPPOSITION TO APPELLANTS’ Motion To Dismiss Tus 
APPEAL. 


I. Introduction: 


A. History 


This is a suit under 35 U.S.C. 145 against the Com- 
missioner of Patents to authorize him to issue a patent 
to plaintiffs-appellants on a new chemical compound 
useful in the treatment of mental depression. 

The case first came on for trial in February, 1965. 
At that trial, evidence of the anti-depressant properties 
of the compound was introduced. The District Court 
held that it could not consider the evidence of anti- 
depressant use because such use was not properly dis- 
closed in the application and hence found for the 
defendant. 

On appeal, this court held that the application was 
adequate to support a proffer of evidence of anti- 
depressant properties, and remanded the case to the 
District Court with instructions to consider the evi- 
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dence previously adduced, together with new evidence, 
if it wished to accept such new evidence. 


A second trial was held on January 11, 1967, and 
the District Court made new findings of fact and 
conclusions of law favorable to plaintiffs. Defendant 
moved to add further findings, but at a hearing held 
February 8, 1967, this motion was denied and the Dis- 
trict Court entered a judgment in favor of plaintiffs. 


With this record, plaintiffs-appellants on February 
14, 1967, moved to dismiss its appeal. In a memo- 
randum dated February 20, 1967, appellee opposed 
the motion. 


In this reply to defendant-appellee’s memorandum, 
we refer to the transcript on the second trial (January 
11, 1967) as (Tr. ). The transcript of the hear- 
ing on defendant’s motion to add findings of fact (Feb- 
ruary 8, 1967) was made by a different reporter and 
is independently paginated. It is referred to as (Tr. 
Hearing ). The Joint Appendix is referred 
to as (JA ). 


B. Analysis of Appellee’s Argument 


Appellee’s attack on appellants’ motion to dismiss 
this appeal breaks down into two parts, the procedural 
and the substantive. In the first place, appellee argues 
that the District Court had no authority to enter a 
judgment; and in the second place that the judgment 
and the findings and conclusions which support it, were 
erroneous. 
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II. The Procedural Question: 


A. The District Court Properly Entered a New 
Judgment 
In its Order remanding the case to the District 
Court, this Court gave directions: 


“‘(1) that it consider such evidence, described 
above, with such additional evidence as in its 
discretion and at the request of the parties it 
might permit to be adduced; and 


(2) that it supplement the record with new findings 
of fact and conclusions of law, and return the 
enlarged record to this Court in this case.” 


On the second trial, further evidence, including evi- 
dence of anti-depressant use, was introduced. As we 
have noted, the District Court made new findings of 
fact and conclusions and law, and the record has been 
returned to this Court, all in accordance with the 
directions on remand. 

The finding of the District Court on remand was that 
the compound in question was unobvious; and its con- 
clusion was that the compound was patentable. These 
were obviously in conflict with the judgment previously; 
entered. The District Court was thus faced with re- 
turning to this Court a record which, on its face, would 
require reversal of its judgment of record. Faced with 
this incongruity, the District Court took the most 
rational course. It set aside the judgment previously 
entered and entered a new judgment in favor of appel- 
lants-plaintiffs consistent with the new findings and 
conclusions it had made. 
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Appellee argues that the District Court exceeded its 
| authority in entering judgment since this Court re- 
, tained jurisdiction. It is submitted, however, that the 
| authority to enter a new judgment was implicit in the 
| mandate, because the mandate must have contemplated 
| the possibility that the new findings of fact and con- 

clusions of law might be favorable to appellants. In 
such case, the findings would be inconsistent with the 
| judgment of record, and would lead to the incongruous 
situation referred to. 
i The District Court followed the most rational course 
| open to it and its entry of judgment was wholly proper. 


B. The Record Has Been Returned to this Court 
Appellee has also asserted that the District Court 


| did not return the enlarged record to this Court. Ap- 
| pellants have been assured that the record has now been 
returned. 


C. The District Court’s Findings of Fact were 
Complete 


Appellee has also asserted that the District Court 
| did not comply with the directions on remand because 
| it made no determination on the question of whether 
: the evidence of comparative tests presented at the first 
| trial was sufficient in itself. Appellants find no such 
' direction in this Court’s remand order. Findings of 
' fact should be brief, definite and pertinent. As this 
, Court pointed out in Klimkiewicz v. Westminster De- 

posit & Trust Co., 122 F.2d 957, 958 (App. D.C. 1941) ; 
'- cert. den. 315 U.S. 805 (1942), a trial court need only 
| find such ultimate facts as are necessary to reach its 
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decision. See also Schilling et al. v. Schwitzer-Cummins 
Co., 142 F.2d 82, (App. D.C. 1944) and Norwich In- 
demnity Co. v. Haas, 179 F.2a 827, 7 Cir. (1950). 
Clearly the question of what the District Court might 
have decided on the Patent Office record, or on the 
record after the first trial, was not necessary to its 
decision here. 

Furthermore, it is clear that the District Court 
reached its conclusion on the basis of the whole record. 
This was specifically stated by the Court in denying 
defendant-appellee’s request to make additional oo 
ings of fact. (Tr. Hearing 4). 


ITT. Issues of Substance | 


Appellee, in “‘Point 2”? of his memorandum, attacks 
the findings of fact made by the District Court. This 
attack is unsupportable. 

We start from Rule 52(a) which requires that in 
cases tried upon the facts without a jury : 


. Findings of fact shall not be set aside unless 
a erroneous, and due regard shall be given 
to the opportunity of the trial court to judge of 
the credibility of the witnesses . . .” 


Appellee has failed to show that the District Court’s 
findings are ‘‘clearly erroneous’’. 

The burden of appellee’s case appears to be that the 
Court would not have found for the plaintiffs-appel- 
lants on the basis of the record at the conclusion of the 
first trial; that the evidence adduced at the second trial 
was Soe as a matter of law and that, therefore, 
the decision of the District Court is improper. 
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This argument is specious on its face. The evidence 
cannot be considered piecemeal. It is cumulative and 
| must be considered as a whole. When considered as a 
whole, it is clear that the District Court’s decision was 
correct. 

Replying to the specific points raised by the Ap- 
pellee: 

A. The District Court, specifically, did not determine 
whether the evidence produced during the first trial 
| would or would not have been sufficient to demonstrate 
anti-depressive properties. It said (Tr. 154): 

“‘Tf the record before this Court consisted solely 
of the record before the Patent Office, this Court 
would be inclined to sustain the decision of the 
Patent Office. Additional evidence was introduced 
at the first trial of tests performed on patients, 
with a successful result. The Court has doubt 
whether that evidence, too, is sufficient to justify 
the conclusion of efficacy of the medicine, but the 
sufficiency vel non of that particular evidence need 
not be determined because at this hearing further 
evidence was introduced which the Court considers 
highly impressive.’’ (Emphasis added) 


B. The Court’s decision was not ‘‘based exclusively 
on new evidence adduced at the second trial’’ as as- 
serted by appellee. While the Court said (Tr. 159) 
that it was ‘‘acting solely on the basis of additional 
| evidence’’, this had reference to the Patent Office 
' record. In fact, the Court specifically pointed out to 
Counsel for Appellee that it had considered the record 
asawhole. (Tr. Hearing 4). 


303 
Appellants’ Reply to Appellee 


C. The appellee criticizes the testimony of Dr. 
Garonne and Dr. Deniker, who testified at the second 
trial, as consisting of “‘conclusions and opinions”’. 
This is not a fair assessment. Both witnesses testified 
that they had used the drug in hundreds of cases (Tr. 
95, 111, 112) and that it was being used in clinies in 
Geneva and Paris (JA 98; Tr. 95, 111, 112). This is 
neither opinion nor conclusion, but fact. Dr. Garonne 
referred to his affidavit of record in the case (JA 96). 
This affidavit sets forth details of treatment of twenty- 
three patients. Dr. Garonne testified that his experi- 
ences with additional patients (over 100) bear out the 
results reported in that affidavit (Tr. 96). He specif- 
ically reaffirmed his finding that the latency period is 
less than that of any similar drug, including the only 
drug shown in the prior art of record, which has been 
demonstrated to have anti-depressant effects (JA 107; 
Tr. 95-97). This is not opinion, but fact, and data on 
latency periods for the claimed compound is given in 
Garonne’s affidavit. Further, Dr. Garonne testified 
that the dosage for the claimed compound was about 
75 mg. per day whereas the dosage of imipramine (the 
prior art depressant referred to) was 150-200 mg. /eay, 
Again this is not opinion, but fact. 

Professor Deniker testified that the claimed com- 
pound had been used for the past four years at the 
hospital of the University of Paris (Tr. 111). This: 
was not a conclusion or opinion, but fact. He further 
testified that he had used the drug to replace electro- 
shock therapy (Tr. 112, 113,119). This was not opinion 
or conclusion, but fact. He further testified that he 
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knew of no other anti-depressant that could be so used 
| (Tr. 113, 114). While the weight accorded this state- 
: ment is affected by the authority of the speaker, it is a 
factual statement. 


D. Appellee complains that the testimony did not 
compare the compound at issue with the two prior art 
compounds, dichlorimipramine (the Schindler patent) 
or imipramine (the Haefliger patent). 

Dichlorimipramine was compared with the claimed 
compound by the witness Poldinger at the first trial 
(JA 61-68). Dr. Poldinger testified that the compound 
is useless as an anti-depressant. There is no evidence 
to the contrary. 

Imipramine is an anti-depressant. However, Dr. 
Garonne testified that the compound claimed has a 
much shorter latency period (Tr. 97), and that this 
| is particularly important in treating depression where 
suicide is an ever-present danger. He and Prof. Deni- 
ker agreed that the dosage of the claimed compound 
was about half that of imipramine. (Tr. 97, 98, 118). 
He also stated that it has less side effects. 

Dr. Deniker pointed out that while the claimed com- 
pound is being used to replace electro-shock treatment 
in severe depressions, imipramine cannot be used for 
this purpose (Tr. 112, 113, 119). 

This is, in fact, evidence comparing the prior art 
: with the claimed compound. That numerical data was 
: not presented as to imipramine is scarcely surprising 
since notice of the Patent Office’s intention to rely on 
| that compound was not given until six days before trial. 
' The fact is that both witnesses, experts in their field, 
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were familiar with both compounds and so were able 
to testify, from their experience, on the differences 
between them. The situation is, therefore, quite differ- 
ent from that in Blanchard v. Ooms, 80 App. D.C. 400, 
153 F.2d 651, and the other cases cited by appellee 
where there was no comparative evidence by independ- 
ent experts in the record. 


E. Appellee criticizes the testimony of the witnesses 
as too general in characterizing the effects of the com- 
pound as “‘remarkable”’ and ‘‘highly impressive. ” 
Those terms, however, were supported by the factual 
testimony referred to above. As we have noted, the 
witnesses reported that the drug was being used and 
had been used under their supervision in hundreds of 
cases; that it was effective in various types of depres- 
sions; was more rapid in action, at lower dosages, than 
the prior art anti-depressant of record and, unlike that 
prior art compound, could be used to replace electro- 
shock therapy. This is not vague and general “puff- 
ing,” but clear and certain endorsement from PEELE 
ing psychiatrists of international stature. 

The cases cited by appellee, Martin v. Watson, 133 
App. D.C. 106, 255 F. 2d 184; Darison Corp. v. Watson, 
109 App. D.C. 296, 287 F. 2d 150; Reinauer v. Ladd, 
100 App. D.C. 300, 293 F. 2d 139; and Pollack et al. v. 
Ladd, 120 App. D.C. 318, 346 F. 2a 999 have no applic- 
ability here. All of those cases involved findings by the 
District Court adverse to the applicants which this 
Court felt it could not say were “clearly erroneous.” 
Moreover, all involved instances where there was a 
serious question of novelty. In Martin the process in- 
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volved using a critical gas injection pressure to recover 
oil from sands. The Court noted (F. 2d 185) that this 
very pressure was contemplated by a prior art patent. 
In Darison the claims involved applying an old testing 
technique to milk. Broad claims were denied but spe- 
cific claims applicable only to milk were allowed. In 
Reinauer the subject matter involved cleaning air 
filters, and it appears that the elements relied on for 
distinguishing over the prior art were inherently pres- 
ent in it. (Cf. F. 2d P. 140). In Pollack this Court 
agreed with the District Judge that ‘each of the claims 
was directly readable upon prior art.’’ 

Under the circumstances obtaining in these cases, 
of course, no amount of commercial success could result 


in patentability. Here, however, there is no question of 
novelty, and the District Judge, having had the oppor- 
tunity to hear and observe the witnesses, found that the 
differences between the prior art and the claimed com- 
pound was so great as to amount to a new result. There 
was no comparable finding in the cited cases. 


F. Appellee further asserts that in the case of medi- 
caments, substantiating evidence should be introduced, 
including “‘double blind tests”. The two cases relied 
upon to support this argument are not effective for the 
purpose. In re Novak et al., 49 CCPA 1283, 306 F. 2d 
924 (1962) represented a case in which there were 
claimed certain new bases of pharmaceutically active 
compounds such as streptomycin. The assertion was 
that by administering such compounds in the form of 
the claimed bases it became possible to control the phys- 
iological response to the compound. The record, how- 
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ever, was absolutely devoid of any showing that the 
new compounds would have the properties asserted. 
For this reason, the Court affirmed the Patent Office 
rejection on lack of proof of utility. 

Here, of course, the rejection is not on lack of utility 
and the record is ample to show that the compounds 
are in fact being used as anti-depressants. 

In re Irons, 52 CCPA 938, 340 F.2d 974 (1965) in- 
volved a preparation asserted to be useful in treating 
arthritis. The claims were rejected for lack of utility. 
The record contained: 


(a) Five examples in the application showing ad- 


ministration of the compound to arthrities with good 
results. 


(b) Letters from two physicians indicating that 
over 800 patients had been treated with improvement 
in about 95% of the cases. 

(ec) A publication giving 10 case histories in all of 
which some improvement was noted. 


The Patent Office held that this evidence was insuffi- 
cient because ‘double blind’’ tests were not used and 
because the “‘placebo factor” was not taken into ac- 
eount. The CCPA reversed, pointing out that “‘his- 
torical” controls, i.e., those in which the history of the 
patient is known, as well as “‘double blind’ controls, 
are accepted by medical authorities. 

It is of course well settled that the kind of tests 
required depends upon the situation. In re Hartop, 
311 F. 2d 249, 135 USPQ 419. Here Dr. Deniker (TR. 
120) and Dr. Garonne (Tr. 102, 103) testified that these 
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patients were observed for extended periods before and 
after administering the drug. Dr. Garonne (R. 103) 
indicated that the placebo factor was not significant in 
depressed patients, and Dr. Deniker indicated that his 
clinic definitely rejected the use of placebos. (Tr. 120). 
Note also the testimony of Dr. Poldinger on the ethical 
points involved (JA 70-71). 

Clearly the tests administered by the witnesses were 
proper and sufficient to demonstrate the properties 
of the claimed compound. 

Appellee also referred to this Court’s decision in 
Commonwealth v. Ladd, 133 App. D.C. 53, 304 F. 2d 
630 (1962), affirming the District Court’s decision re- 
ported at 199 F. Supp. 51. We point out that the Dis- 
trict Court in Commonwealth was the same as in the 
second trial in this case. The Court was fully apprecia- 
tive of the significance of Commonwealth, referring to 
it at the opening of the trial, (Tr. 45) and in its opinion 
(Tr. 156). It lends greater strength to appellants’ case 
that the Court, despite its conservative attitude toward 
medical patents, found the record in this case to be so 
clearly convincing as to justify a patent grant. 


G. Appellee’s quote at length from an article by 
M. E. Jarvik in a text issued in 1965 on the need for 
controls in testing psychopharmaceuticals. Considera- 
tion of this material is clearly improper. Appellee re- 
lies upon the opinion of the author who is not available 
for cross-examination and whose credentials are not 
presented. No opportunity for interpretative or con- 
tradictory testimony has been offered. 
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Appellants agree that the evaluation of psycho- 
pharmaceuticals is difficult. However, considering the 
professional stature of the witnesses, the number of 
patients they treated and the fact that the histories of 
patients both before and after treatment were known, 
the likelihood of the placebo factors being responsible 
for the results reported is not reasonable. 

H. Appellee attempts to assert that the FDA re- 
quirements for the marketing of a new drug should 
be imposed on inventors seeking to patent a new drug. 
This position has no foundation in statute or precedent. 
The purposes of the food and drug laws and the patent 
laws are different. The patent laws are aimed at the 
advancement of the useful arts. In meeting that ob- 
jective, one desideratum is the early publication and dis- 
closure of inventions. The food and drug laws on the 
other hand are primarily concerned with protecting 
the consumer. In line with this objective, the tests 
required for FDA approval involve far longer times 
than would be desirable in the Patent Office. If every 
pharmaceutical patent application were required to 
be supported by FDA type data, virtually all such 
applications would be finally rejected long before the 
data became available. This is particularly true with 
inventions made abroad, where patent applications 
must be filed immediately, since the patent goes to the 
first-to-file, not to the first inventor. 

There is nothing whatever in the patent laws or Rules 
of Practice which lay down any such requirement as 
appellee now urges; nor is any such requirement de- 
rivable from the case law. In re Hartop, cited above. 
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The section of the Food Drug and Cosmetic Act 
(21 U.S.C. 355), quoted by appellants, is explicit as to 
the standards to be met before new drugs may be intro- 
duced into commerce. The Secretary of Health, Edu- 
cation and Welfare has promulgated in extensé6 detailed 
regulations setting out the nature of the data to be 
supplied to obtain new drug approval (New Drug Reg- 
ulations, Section 130.4). 

The Patent Act, on the other hand, (35 U.S.C.) sets 
out no specific requirements for the type of data to be 
supplied in establishing patentability. The Commis- 
sioner of Patents has promulgated Rules of Practice 
(37 C.F.R.) governing practice before the Patent Office. 
There is nothing in these rules which would require 
explicitly or by implication the kind of data appellee 
now demands. 

Appellants respectfully submit that it is clearly ar- 
bitrary, in the absence of any regulation even remotely 
resembling those published under the Food Drug and 
Cosmetic Act, for appellee now to insist that data of 
this nature is necessary to establish patentability. 

As a matter of fact, however, the standards set down 
by appellees in their quotation from 21 U.S.C. 355 have 
been substantially met by appellants. The psychiatrists 
who testified were amply qualified for their task, and 
controls were employed in the sense that the history of 
the patients was known and their progress after ad- 
ministration of the drug was observed. That the type 
of controls advocated by the Patent Office was not used 
or that raw data was not submitted, does not alter the 
fact that the drug has been investigated by qualified 
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experts who fairly and responsibly concluded that the 
drug has the effect it is represented to have. 


I. The requirements of the patent law are novelty, 
utility and unobviousness. There is no question here 
of novelty—the compound is concededly new. There 
is no real question as to utility. The testimony of three 
eminent psychiatrists that it is in use in large metro- 
politan clinics can hardly be brushed aside. As to 
obviousness, the closest prior art compounds are the 
dichloro analogue of the present compound (the Schind- 
ler patent) and the non-chlorine containing analogue 
(the Haefliger patent). The dichloro compound, which 
was the chief prior art relied upon by appellee up until 
a few days before the second trial, is not an anti-de- 
pressant. This is established by pharmacological tests 
on animals (the Sigg testimony, JA 53-56) and clinical 
tests on human beings (the Poldinger testimony, PA 
66). There is no contrary evidence. 

The non-chlorine containing compound is an anti- 
depressant and has been used as such since about 1957. 
It is described in the Haefliger patent (1951) of which 
the Patent Office must have been aware. Yet so little 
was the Examiner impressed by this that no reliance 
was placed upon it until the second trial, appellants’ 
counsel having been informed of the Office’s intention 
on Thursday, January 5, just six days before trial. 

If one considers these two prior art compounds to- 
gether, the obvious conclusion is that the introduction 
of chlorine into the molecule eliminates anti-depressive 
activity, since the dichloro compound is wholly lacking 
in that quality. It was certainly not clear, plain or 
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obvious that adding one chlorine atom at a particular 
position in the molecule would not only give a useful 
anti-depressant, but one having a shorter period of 
latency at roughly half the dose and the remarkable 
property, attested to by Professor Deniker, of enabling 
electro-shock treatment to be replaced in cases of severe 
depression. 

The District Court was clearly justified in its revised 
findings and conclusions of law and in its judgment. 

The appeal should be dismissed. 


Wuuiam A, Suirn, Jr., 
Attorney for Appellants. 
William A. Smith, Jr., 
922 Woodward Building, 
Washington, D. C. 20005. 


Phone: 347-8070. 
March 13, 1967 


Of Counsel: 


Caspar C. SCHNEIDER, JR., 
30 Broad Street, 
New York, N.Y. 10004. 
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Unirep Srates Court or APPEALS FOR THE District oF 
Cotumsia Crrcuir 


No. 19,706 September Term, 1966 
Civil 3068-63 


WALTER SCHINDLER, et al., APPELLANTS, 
Vv. 
COMMISSIONER OF PATENTS, APPELLEE 


Before: Fahy,* Circuit J udge, and Bastian, Senior 
Circuit Judge, and Burger, Cireuit J udge, in Chambers. 


ORDER 


It appearing that on April 26, 1966, this court re- 
manded this ease for further proceedings with direc- 
tions to the District Court to supplement the record 
with further findings of fact and conclusions of law, 
this court retaining jurisdiction with directions to the 
District Court to return the enlarged record to this 
court, and 

It further appearing that upon conclusion of the 
remanded proceedings the District Court on February 
8, 1967, set aside its judgment in favor of appellee of 
June 23, 1965, and entered a judgment in favor of ap- 
pellant, now 

On consideration of appellant’s motion to dismiss 
this appeal, appellee’s opposition, appellant’s reply 


* Circuit Judge Fahy became a Senior Creuit Judge on April 13, 
1967. 
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thereto, the original record, and the supplemental rec- 
ord filed pursuant to this court’s order of April 26, 
1966, it is 

ORDERED AND ADJUDGED that appellant’s motion to 
dismiss the appeal is denied, and it is further 

ORDERED that the judgment of February 8, 1967, is 
vacated and this case is remanded to the District Court 
in order that it may enter now such judgment as it 
deems appropriate in the circumstances. 


Per Curiam. 
Dated: May 24, 1967. 


2 v. 5. Covennmeny printine ovrice: 1967—200-002/360 


IN THE 
Auited States Court of Appeals 


FOR THE DISTRICT OF COLUMBIA CIRCUIT 


No. 21,309 


CoMMISSIONER OF PaTENTs, APPELLANT 
v. 


Water SCHINDLER ET AL, APPELLEE 


APPEAL FROM THE UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF COLUMBIA 


JOSEPH SCHIMMEL, : 
Solicitor, United States Patent Office 


JACK E. ARMORE, 
Of Counset. 


FEED nov 30967 


iy vee 


CLERIC 


STATEMENT OF QUESTIONS PRESENTED 
The questions presented in this appeal are: 


1. Since the District Court’s oral opinion states that 
the judgment was based exclusively on new evidence - 
introduced at the second trial, specifically the testimony 
of Dr. Garrone and Dr. Deniker, did that Court err in | 
attributing probative value to that testimony which 
amounts to no more than conclusions and opinions ? 

2. Since the District Court’s oral opinion indicates 
that the judgment was based exclusively on the testi- | 
mony of Drs. Garrone and Deniker at the second trial 
because it ‘was very strong in showing the superior | 
efficacy’’ of the claimed compound, did that Court err 
as a matter of law because that testimony did not meet 
the requirement laid down by this Court in Blanchard 
v. Ooms, 80 U.S. App. D.C. 400, for comparative tests — 
between the claimed subject matter (compound) and 
the closely related prior art compounds ? 

3. Did the District Court manifestly err in failing 
to hold that the claimed compound would have been 
obvious to one of ordinary skill in the art from the 
teachings of the prior art, and therefore unpatentable? — 

4. Did the District Court err, as a matter of law, in | 
failing to hold that the claimed compound, asserted to | 
be an anti-depressant, was obvious and therefore un- 
patentable in view of the known chemically closely re- 
lated anti-depressant compound of the prior art. 
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Guited States Court of Appeals 


FOR THE DISTRICT OF COLUMBIA CIRCUIT 


Appeal No. 21,309 


CoMMISSIONER OF Patents, APPELLANT 


v. 


Watrer SCHINDLER ET AL, APPELLEE 


APPEAL FROM THE FINAL JUDGMENT OF THE UNITED 
STATES DISTRICT COURT FOR THE DISTRICT OF COLUMBIA 


BRIEF FOR APPELLANT 


INTRODUCTION 


This is an appeal from the order of the United States _ 
District Court for the District of Columbia dated June 
20, 1967 (J.A-250) in which the defendant (appellant) — 
was authorized to issue a patent to the plaintiffs con- 
taining claim 8 of patent application Serial No. 857 274, 
filed by. Walter Schindler and Henri Dietrich on De- _ 
cember 4, 1959, entitled ‘‘New N-Heterocyclic Com- 
pounds”. The Notice of Appeal (J.A-252) was timely 
filed on August 18, 1967. 

This action was instituted by a complaint (JA-2) 
filed by plaintiffs under the provisions of 66 Stat. 803, 
Title 35 U.S.C., Section 145. This Court has jurisdic- 
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tion with respect to appeals from final orders of the 
District Court by virtue of 62 Stat. 869, Title 28 U.S.C., 
Section 1261. 


HISTORY OF THE CASE 


The complaint sought to have the District Court 
authorize the issuance of a patent containing certain 
claims (J A-2 to 4). The case came on for a first trial 
on February 16, 1965 ; at that time, appellants withdrew 
all claims from suit except claim 8, thus leaving only 
that claim at issue before the District Court (JA-140). 
In an opinion dated June 23, 1965 (J.A-140), “[a]fter 
reviewing the evidence presented, and considering the 
briefs the parties were accorded an opportunity to file”, 
the District Court found that the compound of claim 8 
“‘would have been obvious to one of ordinary skill in 
the art at the time the plaintiffs filed their application 
from the combined teachings of Schindler et al and the 
Australian patent’ (Finding of Fact 12; JA-142), that 
“the evidence of comparative tests relating to anti-de- 
pressant activity of the compound of claim 8 
is of no legal significance, since it is based on an ad- 
vantage or property for the claimed compound which 
is undisclosed in the application as filed 
ing of Fact 10; JA-142), and dismissed the complaint 
(JA-144). 

The plaintiffs appealed to this Court—Appeal No. 
19,706 (JA-145). In an order dated April 26, 1966, 
this Court held: 


that there is evidence in the record of comparative 
tests relating to the anti-depressant activity of the 
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compound of claim 8 and that of Example 2 of the | 
Schindler et al patent which is of legal significance, | 
and that the original description does support a | 


proffer that the compound of claim 8 has anti- 
depressant properties * * *. 


This Court retained jurisdiction in the appeal and re- 
manded the ease to the District Court with directions 


to consider the evidence referred to above, together | 


with additional evidence it might permit to be adduced, | 
to “‘supplement the record with new findings of fact | 
and conclusions of law, and return the enlarged record — 


to this Court in this case’’. 


A second trial was held on January 11 and 12, 1967, | 
during which both parties introduced additional evi- | 
dence. At its conclusion, the District Court rendered | 
an oral opinion (JA-234) holding the claimed com- , 
pound unobvious from the prior art, and patentable — 
thereover, based expressly and exclusively on the testi- — 


mony of Drs. Garrone and Deniker. On February 8, 
1967, the District Court signed findings of fact and — 


conclusions of law favorable to the plaintiffs (J A-246) 


and a corresponding Judgment setting aside the prior | 
District Court Order of June 23, 1965. The Commis- — 


sioner appealed. 


The appellants-plaintiffs moved to dismiss Appeal | 
No. 19,706 on February 14, 1967 (J.A-279). On Febru- | 
ary 20, 1967, the defendant below filed Appellee’s Mem- | 
orandum In Opposition to Appellants’ Motion to Dis- _ 
miss Appeal (JA-280); appellants filed a reply on — 
March 18, 1967 (J.A-294). In an Order dated May 24, © 
1967 (JA-313), this Court denied apellants’ motion to _ 
dismiss the appeal, vacated the District Court Judg- 
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ment of February 8, 1967, and remanded the ease to the 
District Court ‘in order that it may enter now such 
judgment as it deemed appropriate in the circum- 
stances”. The District Court entered a Judgment fa- 
vorable to the plaintiffs on June 20, 1967 with no fur- 
ther opinion or findings of fact and conclusions of law 
(JA-250). As previously indicated, the defendant be- 
low filed a Notice of Appeal on August 18, 1967 (JA- 
252) commencing present Appeal No. 21,309. 


APPELLEE'S BRIEF IN APPEAL NO. 19,706 

As indicated, the appellant-appellee relationship of 
the parties in Appeal No. 19,706 has been reversed in 
the present appeal. To the extent relevant, and as in- 
dicated below, the present appellant will rely upon his 
(the appellee’s) brief in Appeal No. 19,706; that brief 
will be referred to as (App. Br. —) hereinafter. The 
Joint Appendix in Appeal No. 19,706 is Part I (with 
the same pagination) of the Joint Appendix in the 
present appeal. 


APPELLEE'S APPLICATION 

The relevant disclosure in the application at bar is 
described in (App. Br.-2 and 3) under “Appellants 
Application”’. 

THE CLAIM IN ISSUE 

Claim 8 (JA-80, page 16), the sole claim in issue, is 
directed to a single compound, namely, 3-chloro-5- 
dimethylaminopropyl) iminodibenzy] having the struc- 
tural formula shown in the defendant’s chart (Def. 
Ex. 2.J.A.-136). 

This claim was rejected by the Patent Office as obvi- 
ous from the patent to Schindler et al, granted Novem- 
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ber 19, 1957, in view of the Australian patent 215,335 _ 
granted June 11, 1958. The claim is also considered un- _ 
patentable over the chemically closely related well- 
known anti-depressant compound imipramine dis- | 
closed by the Haefliger et al patent 2,554,736, granted — 
May 29, 1951, and the German article by Kuhn (with 
an English summary; 1957). 


THE PRIOR ART 

The Schindler et al patent (JA-126) and the Aus- | 
tralian patent (JA-128) are described in (App. Br.4 
and 5) under ‘“‘The Prior Art’’. : 

Haefliger et al (J.A-255) disclose a class of unchlori- 
nated 5-substituted-iminodibenzyl compounds corre- _ 
sponding closely to the similar class of compounds dis- _ 
closed by the appellees (JA-80, page 1) ; the compounds 
are said to possess ‘valuable pharmacological proper- 
ties” as, “‘for instance, they produce anti-allergic ef- 
fects’’ (col. 4, second paragraph). The patentee specifi- 
cally disclose N-(y-dimethylaminopropy])-iminodiben- 
zyl, which is also Known as imipramine (col. 3, lines 
43 and 44). 

Kuhn (JA-267) in the English “Summary”? at the 
end of his article, discloses that imipramine (identified 
by its chemical name and as G22355) is a highly effec- 
tive anti-depressant, that “‘suecess may be expected in 
three-quarters to four-fifths of cases”, and that “Even 
cases resistant to shock therapy may respond” (empha- 
sis added). Kuhn also states that “The drug is in gen- 
eral well tolerated”’ and it is indicated that there are 
no serious or severe side-effects. 
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SUMMARY OF ARGUMENT 

1. The testimony of Drs. Garrone and Deniker does 
not establish superior efficacy as an anti-depressant for 
the claimed monochloro compound since that testumony 
does not purport to have compared (by actual compara- 
tive tests) that compound with the closely related prior 
art compounds (the dichloro compound of the Schindler 
et al patent and the unchlorinated compound of the 
Haefliger et al patent or the Kuhn publication). 

2. The District Court, in its oral opinion (J A-232), 
clearly indicated that the testimony of Drs. Garrone 
and Deniker was the sole basis for holding that the 
claimed compound was unobvious and therefore pat- 
entable over the prior art. However, that testimony 
has no probative value since it is not based on primary 
factual evidence and therefore it amounts to no more 


than unsupported conclusions or opinions. 
3. The concept of the claimed monochloro compound 


would have been obvious to one of ordinary skill in the 
art from the corresponding dichloro compound of 
Schindler et al in view of the teaching in the Australian 
patent that a host of similar compounds may be unsub- 
stituted, monohalogen substituted or dihalogen substi- 
tuted in the iminodibenzy] nucleus, especially since the 
compounds are so closely related in chemical structure 
and the patents disclose closely related as well as over- 
lapping pharmacological properties for the classes of 
compounds disclosed. 

4, The claimed monochloro compound does not dis- 
tinguish patentably over the corresponding unchlori- 
nated (thus chemically very closely related) well-known 
anti-depressant compound imipramine disclosed by 
Haefliger et al and Kuhn; especially since Kuhn points 
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to the high degree of efficacy of the prior art drug 
(‘‘success may be expected in three-quarters to four- | 
fifths of cases’’), states that ‘“‘Even cases resistant to| | 
shock therapy (emphasis added) may respond’’ and 
indicates minimal well-tolerated side-effects. : 

5. The evidence as a whole does not establish that | 
there was anything unobvious in preparing the mono- | 
chlorinated iminodibenzyl starting material employed 
in the preparation of the claimed compound. Moreover, | 
since a patent is sought on the compound, not the 
method, the method of preparation is immaterial to 
the issue of patentability of the compound, even if the 
method were novel. If the appellants had to invent a 
novel and unobvious method for preparing the mono- 


chloro starting material, the disclosure is inadequate 


to meet the requirements of 35 USC 112 since it would 


then be insufficient to enable one skilled in the art to 


prepare that starting material and there is absent a 
specific working example showing the preparation of 


the starting material. 


6. The only evidence of comparative tests, that of Dr. | 
Poldinger, related to comparative tests for anti-depres- | 
sant activity with respect to the monochloro and di- 
chloro compounds, does not legally establish the dif- 
ference in the anti-depressant properties of the com-_ 
pounds urged by the appellees. This evidence was sub- | 
mitted on the form of an affidavit in the Patent Office. | 
The District Court, in its oral opinion at the conclusion | 


of the second trial, expressly stated (A-235) : 


If the record before this Court consisted solely | 
of the record before the Patent Office this Court 
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would be-inclined to sustain the decision of the 
Patent. Office. 


Hence, the comparative tests cannot be relied on to es- 
tablish unobviousness for the claimed compound. 

7. The affidavits of Wurz and Kunz in the Patent 
Office record do not constitute probative evidence in this 
proceeding. These affidavits were not referred to or 
relied on in the post-trial brief submitted after the first 
trial on the case. Also, there was no testimony by the 
affiants or competent testimony concerning these affi- 
davits at either of the trials and therefore no opportu- 
nity for cross-examination. These essentially ex parte 
statements should be disregarded. 

8. Were the affidavits of Wurz and Kunz to be con- 
sidered by this Court, the showings therein are insuffi- 
cient to establish the unobviousness, and therefore pat- 
entability, of the claimed compound in view of the 
prior art. 

ARGUMENT 


1. Presumption of Validity of Patent Office Action 


In Hays et al. v. Brenner, 123 US App DC 96, 
357 F. 2d 287, this Court stated as follows: 


As to the issue of obviousness under 103, we have 
reiterated time and again that a presumption of 
validity accompanies the action of the Patent 
Office, and that a Court should not interfere with 
that action “in the absence of new evidence carry- 
ing ‘thorough conviction’ that has not been consid- 
ered by the Patent Office”’. (Decisions cited). 
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2. Basis For District Court’s Judgment 


The District Court’s oral Opinion (JA -235) ex-_ 
pressly states that the judgment was based exclusively 
on new evidence adduced at the second trial (the testi- . 
mony of Drs. Garrone and Deniker). According to 
standards laid down by this Court, this new evidence, — 
essentially opinions and conclusions, is of little or no | 
probative value. It cannot legally or properly be con- 
sidered the sole basis for concluding that otherwise : 
obvious subject matter—the claimed chemical com- 
pound—which is unpatentable under 35 U.S.C. 103, be- | 
comes unobvious and therefore patentable. For rea- 
sons more fully explained hereinafter, it will be shown | 
that the District Court’s reliance upon this conclusion | 
or opinion evidence is contra to the criteria and stand- | 
ards set by this Court. f 

It is important to note that the District Court ex- 
pressed agreement with the Court’s original decision © 
based upon the record made in the Patent Office and in | 
effect with respect to the record evidence this Court | 
desired evaluated (the evidence adduced at the first 
trial). With respect to the latter, the Court stated | 
that (J A-235) : 


“‘The Court has doubt [emphasis added] whether 
that evidence, too, is sufficient to justify the con- | 
clusion of efficacy of the medicine * * *.” 


However, no express finding of fact relating to that evi- _ 
dence was made, even though this Court had expressly 
requested such a finding when the case was remanded. — 
This Court in Reynolds v. Aghnides, 123 US. App. 
D.C. 28, 356 F. 24 367, laid down the rule that “‘doubt — 


10 


[as to patentability] is to be resolved”’ not in favor of 
the applicant but ‘‘in favor of administrative * * * 
action.”? Thus, had the District Court complied with 
this Court’s wishes as to findings and conclusions on 
that evidence, giving full effect and force to the rule 
of the Reynolds v. Agnides case, it would have had to 
find that such evidence was insufficient to disturb the 
decision of the Patent Office that claim 8 was unpat- 
entable because of obviousness from the prior art. Hav- 
ing made the finding of obviousness, the District Court 
would then have had to conclude that claim 8 was un- 
patentable since obviousness of claimed subject mat- 
ter creates an absolute bar, as held in Hays et al. v. 
Brenner, 123 U.S. App. D.C. 96, 357 F. 2d 287. 

In concluding in the Opinion ‘“‘that the plaintiffs are 
entitled to a patent on claim 8 of their application,’’ the 
District Court expressly states that it relied upon the 
further evidence introduced at the second trial, namely 


the testimony of the two witnesses Dr. Garrone and 
Dr. Deniker, two professors of psychiatry, one in 
Geneva and the other in Paris, which the Court con- 
sidered ‘‘highly impressive.”’ 


3. The Testimony of Drs. Garrone and Deniker 
(a) No Comparative Tests 


Apart from the fact that that testimony (JA-193 to 
216) sets forth only conclusions and opinions, and 
therefore is of little or no probative value on the criti- 
cal issue of obviousness, it must be emphasized that that 
testimony relates only to the use of the claimed mono- 
chloro compound and does not purport to compare that 
compound, as to anti-depressant properties, with the 
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closely related prior art compounds, namely, the di- 
chloro compound of the Schindler et al. patent (JA- 
126) or the unchlorinated compound (imipramine) of | 
the Haefliger et al. patent (JA-255) or the Kuhn publi- 
eation (J-A-267). Such comparative tests are believed | 
to be required by this Court’s decision in Blanchard v. | 
Ooms, 80 U.S. App. D.C. 400, 153 F. 2d 651, to justify | 
the conclusion of patentability. Mere general opinions | 
or statements, even from experts, that the claimed com- | 
pound is more effective or faster-acting or has less side _ 
effects, without the comparative test evidence upon — 
which the opinion is based, is of no probative value on — 
the issue of unobviousness. This Court required such 
comparative testing as a pre-requisite in the Blanchard — 
v. Ooms case, indicating that it was a “minimum re- 
quirement’. The Court of Customs and Patent Ap- | 
peals in a number of its recent decisions also indicates | 
that it is in agreement in stating that “‘An arguable | 
difference is not convincing at the precise point where — 
comparative evidence is clearly needed;” In re Mosto- | 
vych, 52 CCPA 884, 339 F. 2d 485; In re Shannon, 53 | 
CCPA 903, 356 F. 2d 548: In re Fortess et al.,54CCPA | 
—, 152 USPQ 13. 

Furthermore, if consideration be given that testi- | 
mony, attention is invited to the fact that Dr. Garrone | 
stated that the claimed monochloro compound was ad- 
ministered in 123 cases with “effective” results (JA- | 
194) in about 80 percent of the cases (JA-206) ; that | 
Dr. Deniker stated that he and a research group work- | 
ing under him had administered the claimed compound _ 
to 150 patients and that its action is ‘‘remarkable”’ 
in treating severe depressant states, apathetic schizo- 
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phrenia and severe neurotics, (JA-208) with about 20 
percent failure (JA-215); that, in addition, at the 
University Clinie of Paris, the compound has been 
successfully used for four years with several hundred 
patients; and that the compound can be used in place 
of electric shock treatment with ‘an important per- 
centage of patients’”’ (J.A-208, 209). 

The general references to “effective” results, ‘‘re- 
markable”’ effects, and replacement of shock therapy 
in “‘an important percentage of cases” appear to be 
the evidence which the District Court considered 
“highly impressive.” This Court has repeatedly and 
consistently held that results so characterized do not 
necessarily qualify as an advance satisfying the re- 
quired standard of patentability. For example, in 
Martin v. Watson, 103 U.S. App. D.C. 106, 255 F. 24 
185, “unexpectedly good results”’ were held insufficient; 
in Darison Corp. v. Watson, 109 U.S. App. D.C. 296, 
287 F. 2d 150, “important developments of substantial 
value to the industry”’ was not acceptable; in Reinauer 
v. Ladd, 110 U.S. App. D.C. 300, 293 F. 2d 139, “thas 
contributed substantially by his improvement”? was not 
effective; and in Pollack et al. v. Ladd, 120 U.S. App. 
D.C. 318, 346 F. 2d 799, the fact that results were “ex- 
cellent” did not sway the Court to conclude that a 
patent should be granted. Accordingly, the District 
Court’s failure to apply the criteria and standards of 
this Court in evaluating the evidence in the particular 
art constitutes reversible error. Since the evidence 
adduced at the second trial is the sole basis for the con- 
clusion that the compound of claim 8 is patentable over 
the closely related compounds of the prior art having 
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the same property, it is submitted that the judgment 
should be reversed. 


(b) Lack of Probative Value 


Moreover, the general conclusions and opinions of 
the two witnesses as to the efficacy of the claimed mono-| 
chloro compound, which impressed the District Court, 
cannot properly be considered to be of any probative 
value since they are not based on any primary factual 
evidence of record. Although the testimony that the | 
claimed compound is an “effective” or “‘remarkable”’ 
anti-depressant is assertedly predicated on several hun- 
dred clinical tests, there is no primary factual evidence | 
of those tests in the record. The best evidence would 
be the clinical records of the patients or of a sufficiently 
representative number. Such records would at least | 
set out (for each patient) sex, age, prior medical and. 
psychiatric history, the course of psychiatric and/or | 
drug treatment followed including the one or more | 
drugs administered, dosages and dates, and most im- 
portantly the clinician’s personal observations prior- 
during-and after the course of treatment regarding 
efficacy as well as latency and side effects. The record 
is not only bare of the clinical records but does not even - 
contain a tabulation of those records setting forth 
revalent factors as indicated for all the patients or for 
a representative number. In the absence of such pri- | 
mary factual evidence to support their testimony, or a 
reasonable approximation as by detailed tabulation, 
the testimony of Dr. Garrone and Dr. Deniker amounts | 
to no more than unsupported conclusions or opinions. | 

Dr. Garrone’s affidavit (JA-96), submitted during | 


14 


prosecution of the ease in the Patent Office, illustrates 
the need for primary factual evidence to support the 
conclusions of an expert witness. In that affidavit, 
which presents a brief statement for each of only 
twenty-three (23) patients treated with the claimed 
compound, the affiant states under ‘“‘Conclusion’’ (J A- 
107): 
The period of latency between the outset of the 
treatment and the first effect is short, usually be- 
tween 4 and 6 days, a positive response manifest- 
ing itself as early as on the 2nd day of treatment. 


The data in the Garrone affidavit for each patient 
(JA-99 to 106) includes the ‘‘Latency of effect’’. Ex- 
amination of that data reveals the following ‘‘Latency 
of effect’’ for the 23 patients: 


(a) Under 6 days—9 patients 


(b) 6 days—4 patients 

(ce) Over one week—7 patients 

(d) 6 days to several weeks—15 patients 
(e) Don’t know—2 patients 


It is difficult to see how Dr. Garrone’s conclusion 


The period of latency between the outset of the 
treatment and the first effect is short, usually be- 
tween 4 and 6 days 


can be justified by the overall factual latency data re- 
ported in the affidavit. It is also evident that there is 
no factual data to support Dr. Garrone’s conclusion 


a positive response manifesting itself as early as 
on the 2nd day of treatment. 
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An effort was made, during the cross-examination of 
Dr. Garrone (J.A.-202), to have the witness offer an 
explanation for the gross exaggerations stated in the 
“‘Conclusion’’ of his affidavit. However, appellant’s 
counsel was prevented from proceeding on this course 
by the Trial Judge who twice stated that ‘the affidavit 
speaks for itself” (JA-202). The same point and its 
implications were further brought to the attention of 
the District Court in the closing argument on the case 
below (JA-229). It is fair to say that Dr. Garrone ’s 
affidavit not only shows that his own unsupported tes- 
timony cannot be taken at face value—but it also dem- 
onstrates the need for factual evidence, especially 
primary factual evidence, to support an expert’s con- 
clusions or opinions. 

Pertinent decisions in the general law on the lack of 
probative value in factually unsupported expert testi-, 
mony may be considered. Thus in Balabon and Katz’ 
Corp. v. Commissioner of Internal Revenue (CCA 7, > 
1929), 30 F. 2d 807, it was held that opinion evidence 
to be of value must be based upon admitted facts = 
facts within knowledge of the witness disclosed i in the | 
record; the Balabon case was cited for this principle 
of law in Vincennes Water Supply Co. v. Public Serv-. 
tce Commission of Indiana (CCA Ind. 1929), 34 F. 24 
5, certiorari denied, 280 U.S. 567. In Ramsay v. U.S. 
(D.C. Mo., 1932), 55 F. 2d 333, the Court stated that | 
one i to be qualified as an expert, in values, may 
give testimony having probative value, if factual basis | 
to support the opinion is reasonably sufficient. Also, in | 
W. Horace Williams Co. v. Serpas (C.A. La.), 261 F. 2 | | 
357, the Court held that the opinion of an expert wit 
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ness is dependent on and no stronger than the facts 
upon which it is predicated, and it has no probative 
force unless the premises upon which it is based are 
shown to be true. 

Additional authoritative publications respecting the 
necessity of controlled testing in the medical arts in 
general is called to-the Court’s attention. If deemed 
necessary, the Court could judicially notice the follow- 
ing statement in the authoritative work ‘“‘The Phar- 
mocological Basis of Therapeuties,”’ edited by Good- 
man and Gilman (The Macmillan Company, New York, 
1965), appearing on page 162 of chapter 12 (entitled 
“Drugs Used in the Treatment of Psychiatric Dis- 
, orders,”’ by Murray E. Jarvik): 


Clinical Assessment of Pharmacotherapy. One 
of the most difficult problems in psychiatry is 
the assessment of therapy, and this is true whether 
the treatment is psychological, physical, or chem- 
ical. One must somehow answer the questions 
whether the patient is improved after treatment 
and whether improvement is due to the treatment. 
One must be particularly careful to rule out the 
possibility that a natural remission has occurred, 
or that the patient or personnel connected with 
the therapeutic trial have been influenced somehow 
by factors other than the specific treatment in 
question. Criteria for the evaluation of results 
in psychotherapy have varied from intuitive sub- 
jective generalizations of therapists or patients, 
through rating scales, to objective measures of 
behavioral change in patients. 

The advent of clinical. psychopharmacology in 
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the 1950s provided a tremendous impetus for the 
development of objective technics to measure be- 
havioral pathology in large groups of patients. 
Drugs have the virtue over other forms of therapy 
that they are discrete material substances that can 
be measured and easily dispensed in a controlled 
fashion. Psychotherapy, shock therapy, or surgery 
could not be studied in this controlled manner. 
New scales and inventories to evaluate psychopa- 
thology, including those by Burdock, Wittenborn, 
and Lorr, were designed specifically to deal with: 
large state-hospital populations. Modifications of 
the anxiety scale on the Minnesota multiphasic 
personality inventory (MMPI) were devised and 
used to evaluate drugs such as meprobamate and 
chlordiazepoxide; the depression scales of the 
MMPT have been employed to measure effects of 
monoamine oxidase inhibitors and imipramine, and 
a number of specialized depression scales have been 
developed. | 
Drugs also stimulated investigators to become | 
more concerned about scientific methodology and. 
the need for proper controls (see U.S. Dept. of 
Health, Education, and Welfare, 1962). The use | 
of matched samples of patients receiving different 
drugs or placebos and of crossover designs in-which 
the same patients were given different treatments 
several times according to a balanced design be- 
came feasible with pharmacological agents. Un- | 
treated controls have been used to measure spon-— 
taneous change in psychiatric status, although such 
patients are increasingly difficult to find. 


18 


Experimenters or subjects can intentionally or 
unintentionally introduce bias into an investiga- 
tion by preconceived ideas of what results can be 
expected. This might be considered the influence 
of suggestion or autosuggestion, similar in most 
respects to that seen with hypnosis. What is com- 
monly called the placebo response may be inter- 
preted as the result of a preconceived idea or of 
the suggestion made by another individual that a 
particular tablet, capsule, or injection would have 
a particular effect. Whether high suggestibility 
is characteristic of a certain class of people 
(placebo reactors) has been a subject of some con- 
troversy. There is no question that the true phar- 
macological effect of drugs may be intensified or 
nullified by suggestion. Thus, by appropriate in- 
structions, amphetamine has been observed to 
sedate patients and barbiturates to stimulate them 
(Ross et al., 1962; Frankenhaeuser et al., 1963). 
Raters who have been influenced to expect certain 
effects from drugs often find them, even when 
placebos have been given. In order to eliminate 
bias, the double-blind procedure has been widely 
applied to drug experiments. With this technic, 
both experimenter and subject are kept as ignorant 
as possible of the nature of the drugs being admin- 
istered and someone not otherwise involved keeps 
the key to the drug code until the end of the ex- 
periment. Often drugs reveal their presence 
through strong side effects, but sometimes active 
placebos (ie. those with similar side effects but 
no therapeutic action) may be employed to ad- 
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vantage. Numerous review of the placebo problem 
are available (see Wolf, 1959; Joyce, 1961). 
Since suggestion can play a major role in psycho- 
therapy, a critique of experimental design = 
often be included in the following discussions of 
the individual drugs, and descriptions of clinical 
effects will rely heavily on the results obtained in 
well-controlled rather than uncontrolled studies. | 


It is manifest from the above statement by Ji arvik 
that the minimum requirements for establishing the 
efficacy of a drug (especially a psychiatric drug) in- 
clude the use of recognized objective standard test pro- 
cedures (such as the ‘‘depression [rating] scales of the 
MMPI” referred to by Jarvik) and the utilization of 
effective controls. There is no evidence that these mini-, 
mum requirements were met in the tests generally 
alluded to by the two witnesses. Jarvik’s statement that 
various factors may influence the effect of a psychiatric | 
drug is borne out by ‘‘Medicinal Chemistry”’ (JA-274; | 
page 88 of text; Def. Ex. 6) where it is stated with 

-respect to imipramine: | 
There are a number of single factors which can | 
influence the therapeutic response to imipramine | 
therapy in endogenous depression: Number of 
phases, course of the disease, age, sex. Most clini- 
cal investigators have related the phychopathologi-_ 
cal picture to the therapeutic result. In this con- 
nection the definition of “target symptoms”? coined | 
by Freyhan (1959) has gained importance. 


Moreover, in enacting the Food and Drugs statutes i 
(Title 21, United States Code), the Congress see | 
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the type of evidence it considered necessary to establish 
the efficacy (as well as safety) of new drugs. Thus, 
21 U.S.C. 355 provides, in pertinent portions, that: 


(b) * * * Such person shall submit to the Secre- 
tary as part of the application (1) full reports of 
investigations which have been made to show 
whether or not such drug is safe for use and 
whether such drug is effective in use * * *. 


(d) [An application may be disapproved where] 


(5) **™* there is a lack of substantial evidence 
that the drug will have the effect it pur- 
ports or is represented to have * * *. 
* * * the term “substantial evidence’’ 
means evidence consisting of adequate 
and well-controlled investigations, includ- 
ing clinical investigations, by experts 
qualified by scientific training and experi- 
ence to evaluate the effectiveness of the 
drug involved on the basis of which it 
could fairly and responsibly be concluded 
by such experts that the drug will have the 
effect it purports or is represented to have 


ee & 


Consequently, albeit in a non-patent statute, Congress 
expressed its sense of the evidence it considers neces- 
sary to establish the efficacy (and safety of drugs). 
Where, as here, efficacy of a drug is sought to be estab- 
lished by applicants to justify the grant of a patent, 
it is reasonable to presume that the standard of evi- 
dence suggested by Congress should be followed. 

Clearly, the general testimony of Drs. Garrone and 
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Deniker does not meet the standards of evidence set, 
out in 21 U.S.C. 355 as indicated above. It may be 
noted too, that probative evidence of efficacy (as is 
apparent from 21 U.S.C. 355) requires the submission | | 
of the raw test data (including actual clinical reports) 
so that the conclusion of the witnesses may be com-, 
pared with the actual test results; no such data was | 
submitted to corroborate the witnesses’ testimony. | 
Since the appellants introduced no probative evi- 
dence of comparative tests with the prior art com-— 
pounds at the second trial, and since the general testi- | | 
mony of efficacy—in addition to lacking probative 
value—does not establish patentable superiority over | | 
the prior art drugs, there is no basis for holding the | 
claimed compound patentable in view of the entire | 
record in the case. | 
| 
4. The Compound of Claim 8 Would Be Obvious From | 
Lhe Combined Teachings Of Schindler et al And 
The Australian Patent. 


The argument under the above heading appearing - 
in (App. Br.-8 to 13) for former Appeal No. 19,706 is | 
incorporated here by reference; the findings of fact | 
there noted were made by the District Court at the | 
conclusion of the first trial in the case; the appellee’s 
arguments there discussed appeared in their brief in | 
the earlier appeal. | 

An additional point may be made. The Australian _ 
patent does indeed disclose a large class of compounds. | 
If so, that patent discloses a large number of com. 
pounds of closely related chemical structure (that also 
have closely related pharmacological properties) which 
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may be unsubstituted, monohalogen substituted or di- 
halogen substituted in the iminodibenzyl nucleus. The 
very sizable number of compounds comprehended by 
the Australian disclosure would render the claimed 
monochloro (monohalogen) compound obvious from the 
dichloro (dihalogen) compound of the Schindler et al 
patent. 


5. The Compound of Claim 8 Is Not Patentable Over 
Imipramine Disclosed in The Haefliger et al 
Patent And The Kuhn Publication 


It is not disputed by the appellees that imipramine 
(the unchlorinated compound), disclosed by the Hae- 
fliger et al patent (JA-255; Pl. Ex. 10) and the Kuhn 
publication (JA-269; Def. Ex. 4) was a well-known 
highly effective anti-depressant drug (Testimony of 
Dr. Garrone on cross-examination, J A-203) in the prior 
art. Imipramine has the identical chemical structural 
formula of the claimed monochloro compound except 
that it does not have the chlorine atom; the chemical 
structure of imipramine (in the form of its hydro- 
chloride, i.e., HCl salt) is shown in the Kuhn publica- 
tion; page 1, column 2 bottom, first formula (JA-262). 
It is evident that imipramine and the claimed com- 
pound are very closely related in their chemical struc- 
ture. It has been established by the Court of Customs 
and Patent Appeals that a claimed compound is not 
patentable over a chemically closely related prior art 
compound, especially in the absence of convincing and 
probative evidence demonstrating a completely un- 
expected result. 


In re Riden et al, 50 CCPA 1411, 318 F. 2d 761; 
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In re Herr, 50 CCPA 705, 304 F. 2d 907; 

In re Druey et al, 50 CCPA 1538, 319 F. 2d 237; 

In re Zickendraht et al, 50 CCPA 1529, 319 F. 2d 
225; | 

In re Lohr et al, 50 CCPA 1274, 317 F. 2d 388; 

In re Surrey et al, 50 CCPA 1336, 319 F. 2a 233. 


The oral opinion of the District Court indicates that 
the Court was impressed by the testimony of Dr. Gar- 
rone and Dr. Deniker as to the “‘superior efficacy of 
the applicant’s compound” (J. A-238), that ‘“‘it is being 
regularly used and even to the extent of supplanting 
electric shock treatment” (JA-238), and that it ex- 
hibits “less side effects than is expected or caused by 
other compounds at times and that such side effects 
as occasionally existed were not dangerous”’ (JA-236). 
Dr. Garrone also testified that the claimed compound 
acts twice as fast as imipramine and requires about 
half the dosage (JA-196). 

As indicated hereinabove, the testimony of the — 
witnesses concerning the alleged superior qualities of 
the claimed compound vis-a-vis imipramine has no} 
probative value since it is not supported by primary) 
factual evidence, there also being no factual evidence 
of comparative tests with the two compounds. The 
absence of comparative test cannot be explained away 
by asserting that imipramine was not relied upon by 
appellant until just prior to the second trial since the 
evidence (Haefliger et al, JA-255; Kuhn, JA-263; and 
“Medicinal Chemistry’’, JA-273) shows that imipra- 
mine, so closely related in chemical structure, was a 
well-known and effective anti-depressant; this is fully | 
corroborated by the testimony of the two witnesses. 
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Furthermore the Kuhn publication expressly states 
(J A-267) : 
even cases resistant to shock therapy (emphasis 
added) may respond to imipramine. 


Thus, Kuhn not only states that imipramine may be 
effective where shock therapy is not—but logically im- 
plies that imipramine is capable of being substituted 
for shock therapy in many if not most cases. The ap- 
pellees assert no more for their compound—and that 
they have not proven by probative evidence. 

In addition, Dr. Deniker testified that the claimed 
compound is effective in cases of severe depression, 
apathetic schizophrenia and group neurotics (JA-208). 
Kuhn (J.A-267) and ‘“‘Medicinal Chemistry” (JA-233) 
clearly show that imipramine is also highly effective 
with such patients. It is noted, for example, that Kuhn 
states (JA-267) : 


In Schizophrenia without excitement, however, it 
(imipramine) may work well. 


Dr. Garrone testified that the side effects with the 
claimed compound ‘“‘could be dryness of the mouth, 
breaking out in sweat, difficulty of accommodation, 
sometimes cases of dizziness” (J.A-206). Both Kuhn 
(JA-267) and ‘‘Medicinal Chemistry” (JA-275) spec- 
ify similar side effects for imipramine and indicate that 
the side effects are minimal and not dangerous. 


6. Matter of Preparing The Claimed Compound 


The argument under the above heading appearing in 
(App. Br.-13 to 18) for Appeal No. 19,706 is incor- 
porated here by reference; there also the appellees’ 
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arguments discussed appeared in their brief for the 
earlier appeal and the findings of fact noted were made 
by the District Court at the end of the first trial in 
the case. | 
1. Properties of the Compounds : 

The statement and arguments under the above head- 
ing appearing in (App. Br.-18 to 28) for Appeal No. 
19,706—with the exception of the argument under sub- 
heading (a)—are incorporated here by reference; ap- 
pellees’ argument there discussed also appeared in their 
brief in the prior appeal and the findings of fact noted 
were made at the termination of the first trial. With 
respect to the Garrone affidavit under subheading (ce), 
the remarks in the prior brief are relevant except that 
Garrone did appear as a witness at the second trial— 
and the Garrone affidavit and testimony have been fur- 
ther fully considered in the present brief. | 


CONCLUSION 

It is respectfully submitted that the District Court, 
erred as a matter of law in concluding that the appellees: 
are entitled to receive a patent containing claim 8 in| 
their application on the sole basis of the non-probative | | 
testimony of Drs. Garrone and Deniker and for the 
other reasons discussed herein. 


Respectfully submitted, 
JosePH ScHIMMEL, 
Solicitor, United States Patent Office. 


Jack E. ARMORE, 
Of Counsel. 
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Appellees’ Statement of Questions Presented 


In Appellees’ view, the questions presented on this Ap- 
peal, which arises out of a suit against Appellant, the 
Commissioner of Patents, to authorize him to issue a patent 
on a new chemical compound, are: 


1. Was it error for the District Court to give credence 
to testimony relating to the efficacy of the claimed com- 
pound in the treatment of mental depression by a physician 
and professor of neuropsychiatry who had conducted a 
systematic study of the effectiveness of the compound on 
150 patients and was generally familiar with its regular 
use on hundreds of other patients, because the clinical 
records on which that testimony was based were not in 
evidence? 


2. Was it error for the District Court to give credence 
to testimony from two physicians on the relative efficacy 
of the claimed compound and a known prior art compound, 
in the treatment of depression, where that testimony was 


based on experience with the two compounds but not on a 
formal series of comparative tests? 


3. Where the record shows the claimed compound to 
be effective as a medicine in the treatment of mental de- 
pression at half the dose and in half the time as the 
nearest prior art medicine, and to be capable of replacing 
electro-shock treatment, was the District Court’s finding 
that the efficacy of the claimed compound was so large 
and far reaching as to amount to a new result, clearly 
erroneous? 


4. Does the Record, taken as a whole, show the District 
Court’s finding that the claimed compound was not obvious 
from the prior art, to be erroneous? 
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Counter-Statement of the Case 


The single patent claim presented on this appeal, claim 
8 of Appellees’ patent application, Serial No. 857,274, filed 
December 4, 1959, is to the compound 3-chloro-5-(7-di- 
methylamino-propyl)-imino-dibenzyl. This compound is 
useful as a medicine in the treatment of mental depression. 
It has the following structural formula: 


_CH2 - CHa 


1 


~ 
CH2-CH2-CH2-N 
2 2 ™ CHa 


Hs 
FORMULA I 


It is conventionally called chlorimipramine. In the present 
record it is sometimes referred to as monochlorimipramine, 
the monochloro compound, or the one-chlorine compound. 


It is convenient to discuss the structure of chlorimi- 
pramine in terms of three constituent parts. These are: 


First, a central core or nucleus, often referred to as an 
“‘iminodibenzyl nucleus’?: 


6 _CHe - CHe me 
eee N —_— 
t 
Second, a single chlorine atom, represented by the sym- 


bol Cl. In the compound in question this is attached at 
the lower righthand corner of the ‘‘iminodibenzy] nucleus’’. 


2 
Thard, a tail, connected to the nitrogen atom (*N’’) of 
the nucleus and having the formula: 


- 2- 2- 2-. 
™~_ CHs 


The Patent Office rejected claim 8 as obvious over two 
prior patents, Schindler et al. U. S. Patent No. 2,813,857 
(JA 126) and Australian Patent No. 215,335 (JA 128). 


The Schindler patent discloses the specific compound 3, T- 
dichloro-5-(7-dimethylamino-propyl)-imino-dibenzy], which 
has the formula: 


CHy-CH, — 
JG “ym Se 
t 


1 
CH, 

~CH,-cH -N~ 3 

cH,-CH,-CH, "Sn, 


FORMULA II 


A comparison of this formula with Formula I shows 
that the claimed compound has only one chlorine atom, 
while the patented compound has two chlorine atoms, sym- 
metrically positioned on the nucleus. It is sometimes re- 
ferred to as the dichloro or the two-chlorine compound. 
The Schindler et al. patent says that its compounds can 
be used, among other things, for the treatment of mental 
disorders. However, it does not mention mental depres- 
sion, as such, and the record (JA 68) shows that in fact 
the compound is useless for treating depression. 


3 


The Australian patent discloses a group of compounds 
having the structural formula: 


_-CHe-CHa~ Ce 
t 


aA-W Wa 
NES? 


FORMULA III 


Y, Y:, A and R are symbols standing for various chemical 
groups. It is not necessary to analyze them in detail. It 
is sufficient to note that the entity 


x da 


known as a piperazine group, is entirely lacking from the 
compound of claim 8, so that compounds of the Australian 
patent are essentially different from the compound of 
claim 8. It is true, however, that the broad disclosure of 
the Australian patent (some 6 billion compounds in all) 
would include compounds in which the imino-dibenzyl nu- 
cleus carried one chlorine atom or two chlorine atoms. 


The Australian patent says nothing about anti- 
depressant properties. 


After the Patent Office had refused Appellees’ applica- 
tion, despite affidavit evidence showing anti-depressant 
properties, Appellees filed an action against the Commis- 
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sioner under 35 USC 145. At a trial held in February 1965, 
sometimes referred to as the first trial, evidence was in- 
troduced in addition to that presented in the Patent 
Office and including further evidence of anti-depressant 
properties. 

The District Court, in a decision dated June 23, 1965 
(JA 140), held that it could not consider the evidence of 
anti-depressant properties because such properties were 
not disclosed in the text of the patent application. It 
therefore held the claim unpatentable. 


Appellees then appealed to this Court (Appeal 19,706). 
This Court found that the specification was adequate to 
support a proffer of evidence of anti-depressant prop- 
erties, and remanded the ease to the District Court to 
consider the evidence already presented, together with 
such additional evidence as it might wish to accept, to 
make new findings, and to return the case to this Court. 


In accordance with this Court’s mandate, a second trial 
was held January 11, 1967. On January 5, 1967, just six 
days before the trial, Appellant informed Appellees that 
he proposed to rely on two new prior art references, 
Haefliger U. S. Patent No. 2,554,736 (JA 255) and an 
article by Kuhn in Schweizerische Medizinische Wochen- 
schrift (1957) (JA 262). 

Both of these latter references deal with a compound 
known as imipramine, a known anti-depressant, whose 
formula is 


oe 


CH2-CH2-CHe-N 
Hs 


FORMULA IV 
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A comparison of Formula I and Formula IV shows that 
the structural difference between the compound claimed 
and impramine is that the latter has no chlorine at all.* 


At the second trial, Appellees presented three witnesses. 


Dr. Daniel Prins, a chemist, testified to the effect that the 
Australian patent disclosure includes some six billion dif- 
ferent compounds (JA 161); that the most obvious com- | 
pounds resulting from combining the Australian patent | 
with the Schindler et al. or Haefliger patents would be 
compounds having the peculiar tail of the Australian com- | 
pounds (JA 162, 190-191): that none of these compounds | 
showed any indication of anti-depressant activity (JA 162, | 
190-191). 


Dr. Gaston Garonne, a psychiatrist and professor at the | 
University of Geneva, Switzerland, testified that he had 
used the compound of claim 8 on about 123 patients | 
(JA 194). He confirmed the results set out in his affidavit | 
made of record in the Patent Office, as to the efficacy of | 
the compound in the treatment of depression (JA 195). 
He stated that he was familiar with the prior art com- | 
pound imipramine and that chlorimipramine acts much | 
faster (JA 196), is effective at about one-half the dosage 
required for imipramine (JA 196) and has considerably | 
less side effects (JA 196). He said that chlorimipramine | 
can be used to treat severely depressed patients who would | 
otherwise require hospitalization and that in such cases 
imipramine could not be used (JA 196, 197). 


* Appellant’s Brief (p. 22) refers to the Kuhn article as show- | 
ing the HCl salt of imipramine. Imipramine, chlorimipramine and | 
many, many other materials are often made in the form of their | 
acid salts, of which the HCl salt is the most usual, for ease of 
handling, identification and administration. The chlorine in the HC1 
moiety plays no more role in the physiological action of any of | 
these compounds than does the gelatin or sugar coating of a cap- 
sule or pill in the action of the medicine that the pill or capsule con- | 
tains. In any case, claim 8 is directed to the basic compound, | 
Formula I, rather than the salts. 
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Professor Pierre Deniker, a physician and professor of 
Neuropsychiatry at the University of Paris, testified that 
chlorimipramine had been used on several hundred patients 
at the University clinic with remarkable results (JA 208). 
He further indicated that his research group had con- 
ducted a systematic study of some 150 patients (JA 
207-208) and had established that in cases of severe de- 
pression, chlorimipramine had been found capable of re- 
placing electro-shock treatment (ECT) (JA 208, 209, 214). 
Professor Deniker further stated that he was familiar with 
imipramine and that in his judgment it was not suitable 
as a substitute for ECT (JA 210). He stated that to use 
any compound other than chlorimipramine as a replacement 
for ECT with severely depressed patients would involve 
a grave risk of suicide (JA 209). 


The trial court, at the conclusion of the second trial, 
found that chlorimipramine was being used on a very sub- 
stantial scale in the treatment of mental depression with 
a very high degree of success; that while other compounds 
such as imipramine, had been used to treat depression, 
chlorimipramine was far superior, its efficacy being so 
large and far reaching as to amount to a new result (JA 
248-249). It therefore concluded that chlorimipramine was 
unobvious over the prior art cited by the Appellant 
(JA 249) and entered a judgment for plaintiffs-appellees 
(JA 250-251). 


It is from this judgment that the present appeal is 
taken. 


Summary of Argument 


1. While the ultimate question of obviousness is a ques- 
tion of law rather than fact, the findings of the District 
Court that the superiority of the claimed compound as an 
anti-depressant is so large and far reaching as to amount 
to a new result is a finding of fact and as such, under Rule 
52(a) FRCP, must be presumed valid unless ‘clearly 
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erroneous’”’. No clear error has been shown, and since 
obtaining a new result supports a conclusion of unobvious- 
ness, the District Court’s decision in favor of plaintiffs- 
appellees was proper, and the appeal should be dismissed. 


2. Appellant’s brief asserts two grounds of unpatent- 
ability, viz; 


(a) The compound is obvious from Schindler et al. 
and the Australian patent. 


(b) The compound is obvious from the Haefliger 
patent and the Kuhn article. 


As to the first ground, the Schindler patent discloses a 
compound having two chlorine atoms symmetrically posi- 
tioned on the molecule. The claimed compound has only 
one chlorine atom. This difference in structure means that 
the claimed compound cannot be made by the processes 
normally employed for making the Schindler et al. two- 
chlorine compound. Moreover, the properties as well as 


the structure of a new compound must be considered on 
the issue of obviousness and the two-chlorine compound is 
useless as an anti-depressant, whereas the claimed com- 
pound is remarkable in its anti-depressant properties. 


The Australian patent does not suggest modifying the 
two-chlorine compound of Schindler to make the claimed 
compound. While the Australian patent is broad enough | 
to embrace compounds having one chlorine atom on the | 
iminodibenzyl nucleus, this is only one possible variant in | 
a disclosure of several billion compounds. There is no 
particular preference for compounds containing one | 
chlorine atom. Moreover, all the compounds in the Aus- | 
tralian patent must have a piperazine group in the tail. — 
If such a tail is put on an iminodibenzyl nucleus with two | 
chlorine atoms (as in the Schindler patent), with one ; 
chlorine atom (as in the claimed compound), or with no ; 
chlorine atoms (as in the Haefliger and Kuhn references), | 
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the result is a compound with no anti-depressant proper- 
ties. 


As to the rejection on Haefliger and Kuhn, the com- 
pound imipramine disclosed therein contains no chlorine 
on the iminodibenzy] nucleus. 


There is no suggestion in Kuhn or Haefliger of attaching 
chlorine or any other group or atom on the nucleus, much 
less attaching a single chlorine atom in the precise position 
that the chlorine atom occupies in the claimed compound. 
As the Australian patent shows, an iminodibenzyl nucleus 
can be modified in any of a number of different ways— 
some 40,000 different modifications of the nucleus are dis- 
closed in the Australian patent alone. It lacks reality to 
say that the particular and specific modification here 
claimed was obvious from Kuhn and Haefliger. 


Imipramine, the compound of Kuhn and Haefliger, is an 
anti-depressant. However, the claimed compound is— 


(a) effective at half the dose 
(b) effective in half the time 
(c) has less side effects; and 


(d) unlike the Haefliger compound, can be used in 
Place of electro-shock treatment in severe de- 
pressions. 


On this basis, the trial court properly found the efficacy 
of the new compound to be so much greater as to amount 
to a new result. We add that if the properties of the 
Schindler patent compound, containing two chlorine atoms, 
are considered with the properties of the Haefliger and 
Kuhn compound, containing no chlorine, the conclusion 
is that chlorine in the molecule suppresses anti-depressant 
activity. Certainly the great increase in efficacy which is 
obtained with the claimed compound was not obvious. 
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3. Appellant’s attack on the District Court’s findings is 
unjustified. The Court’s Findings were based on the 
entire Record, and not exclusively on the testimony at the 
second trial. The testimony of Drs. Garonne and Deniker, 
while involving professional judgment, was of a factual 
nature and not merely opinions and conclusions. In any 
case, however, the basis for their testimony was clearly 
stated beforehand. The assertion that additional raw clini- 
cal data was required to be put into the record is unwar- 
ranted. The Garonne testimony and the Példinger testi- 
mony (at the first trial) were supported by data given in 
affidavits of record in the Patent Office. While the absence 
of raw data might affect the weight to be accorded the 
Deniker testimony, it was clearly within the province of 
the District Court to credit that testimony. 


So far as formal comparative tests are concerned, the 
two-chlorine compound of the Schindler patent was tested 
against the claimed compound by the witnesses Sigg and 
Poldinger, among others, and the results are in the record 
(JA 53-56, 61-68, 94). So far as imipramine, the no- 
chlorine compound of Kuhn and Haefliger is concerned, 
elaborate tests cannot reasonably have been expected when 
Appellees had only six days’ notice of the intention to rely 
on this prior art. Both Drs. Garonne and Deniker were 
familiar with the two compounds and testified to the 
superiority of the claimed compound. It was not clearly 
erroneous for the District Court to have believed that tes- 
timony. There is no basis in statute or precedent for re- 
quiring experimental data of the kind required by the Food 
and Drug Administration for New Drug Approval to be 
furnished in connection with a patent application. For the 
Commissioner to require such showing in this particular 
case, without first establishing a definitive Rule or Regula- 
tion, would be completely and objectionably arbitrary. In 
any case, however, the ultimate nature of the investigation 
about which testimony was given was in general accord with 
the requirements of the FDA. 
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ARGUMENT 


I. The Holding of the District Court That the Claimed 
Compound Was Unobvious Over the Prior Art of 
Record Should Not Be Set Aside Unless Clearly 
Erroneous. 


Rule 52(a), Federal Rules of Civil Procedure, requires 
that in actions tried without a jury— 


“Findings of fact shall not be set aside unless clearly 
erroneous, and due regard shall be given to the op- 
portunity of the trial court to judge of the credibility 
of the witnesses.’’ 


In Finding of Fact 11 (JA 249) the District Court found 
the claimed compound to be unobvious over the prior art 
relied upon by Appellant. Subsequently, this Court in 
Higley v. Brenner —~ App. D. C. —, — F. 24 —, 
155 USPQ 481 (1967), following the concurring opinion 


in Great Atlantic & Pacific Tea Co. v. Supermarket Equip- 
ment Corp., 340 U. S. 147, 155-6 (1950), has held that ob- 
viousnegs is a question of law. The presumption of correct- 
ness mandated by Rule 52(a) therefore is not directly 
applicable to Finding 11. That ultimate Finding, however, 
was drawn from Findings of Fact 8 to 10, inclusive, as 
follows (JA 248-249) : 


“8. The record, particularly the testimony of Dr. 
Gaston Garonne and Professor Pierre Deniker, shows 
that the compound in question has been used and is 
being used on a very substantial scale in the treatment 
of mental depression, with a very high degree of suc- 
cess. 


9. Other compounds, such as that disclosed in Patent 
No. 2,554,786 and the Kuhn article, have been used 
to treat depression, but the compound claimed is so 
far superior to those compounds that it can be used 
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to supplant electro-shock treatment in severe depres- 
sions, a faculty not possessed by the prior art com- 
pounds. 


10. The efficacy of the claimed compound as 2 medicine 
in treating depression, compared to that of the prior 
art compounds, is so large and far reaching as to 
amount to a new result.’’ 


These Findings of Fact are entitled to the presumption 
of correctness of Rule 52(a) and ought not to be overturned 
unless ‘‘clearly erroneous’’. 


But if an inventor obtains ‘‘a new result, an unobvious 
result, an unexpected result, a far more efficient result, 
or a more economical result,’’ his invention satisfies the 
requirements of patentability. Higley v. Brenner, supra; 
Aerosol Research Co. v. Scovill Mfg. Co., 334 F. 2d 751, 
141 USPQ 758, 7 Cir. (1964) ; Copease Mfg. Co. v. Ameri- 
can Photocopy Equipment Co., 298 F. 2d 772, 781, 132 
USPQ 87, 95, 7 Cir. (1961). 


Thus it necessarily follows that if Appellees obtained 
a new result, as the District Court has found to be the case, 
their invention was unobvious and patentable. Hence, the 
presumption of correctness which in this case attaches to 
the District Court’s finding of a new result amounts to a 
presumption that the finding of unobviousness is correct 
and should not be set aside unless clearly erroneous. 


The Appellant’s attack on the District Court’s findings 
is, in the last analysis, an attack on the credibility of the 
witnesses. The District Court was, of course, peculiarly 
suited to judge whether or not the witnesses were to be 
believed, and the Appellant’s attack falls far short of show- 
ing the clear error which would be required to set aside 
the holding of the District Court. 
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II. The Claimed Compound Is Not Obvious From the 
Schindler Patent Alone or Taken With the Aus- 
tralian Patent. 


Appellant has specified two grounds for holding the 
claimed compound unpatentable. The first is that it would 
be obvious from the prior patent to Schindler et al. 
2,813,857 (JA 127) in view of Australian patent 215,335. 
This is clearly untenable. 


A. The Claimed Compound Is Structurally Distinct From 
the Compounds Disclosed in the Schindler et al. 
Patent. 


While Schindler et al. 2,813,857 (JA 127 ) discloses a 
compound, Formula II, above, which resembles the com- 
pound of claim 8, it is different from the compound of 
claim 8, in that it has two chlorine atoms on the iminodi- 
benzyl nucleus, whereas the compound of claim 8 has only 
one chlorine atom. 


B. The Compound of Claim 8 Cannot Be Made By the 
Normal Method Used to Make the Compound of the 
Schindler et al. Patent. 


Among the reasons why the claimed compound is not 
obvious from the Schindler et al. patent is that it cannot 
be made by the methods normally used to make the com- 
pound of that patent. The reasons for this are discussed 
at some length in our Main Brief (pp. 21-23) and Reply 
Brief (pp. 10-11) in Appeal 19,706, to which the Court is 
respectfully referred. To put them in simplest form, in 
the Schindler et al. patented compound (Formula II), the 
chlorinated nucleus of the molecule is symmetrical, with 
a chlorine atom attached to both sides. It can therefore 
be made by joining two identical components. In the 
claimed compound (Formula I), on the other hand, the 
chlorinated nucleus is unsymmetrical, since it has a chlor- 
ine atom on only one side. All efforts to make the nucleus 
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by joining two dissimilar components in the manner used | 


to make the symmetrical nucleus, were fruitless. Ap- 
pellees were required to put together a new combination 


of known process steps to arrive at the claimed compound. | 


Of course we are not here concerned with the patent- | 
ability of a process, but rather with whether the compound 
of claim 8 would be obvious. On this question, however, 
the fact that the compound claimed cannot be made by the © 
normal methods used to make the prior art compounds is | 
pertinent, and emphasizes the unobviousness of the com- | 


pound. 


In In re Schecter and La Forge, 40 CCPA 1009, 205 F | 


2d 185, 98 USPQ 144 (1953), the Court of Customs and 
Patent Appeals, in considering the patentability of com- 
pound claims, observed (USPQ p. 150): 


“‘The sole reference La Forge et al. does not disclose 


or even suggest any process for synthesizing even | 


the cyclopentenolone scission products disclosed 


therein, let alone the new cyclopentenolones disclosed 


herein. The preparation of the cyclopentenolones 
here claimed required the discovery and development | 


of a complex process of synthesis, and a new class 
of patentable hydroxydiketones for starting mate- 
rials.’’ 


C. The Compounds of the Australian Patent Are Essen- 
tially Different From Those Now Claimed. 


The compounds of the Australian patent (Formula ITI, 


supra) all contain a piperazine ring, which is the group: 


a. 


Neither this group, nor any group having a remotely similar 
configuration, is present in the compound of claim 8. 


14 
Dr. Murray Weiner testified (JA 35, 36) that the com- 


pound of the Australian patent which is probably closest 
to the compound disclosed in the Schindler patent, namely 


ee - ao 
C 
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‘CHo-CH2-CHo-N (Weis 


proved to be so toxic in animal studies that it could not 
be tested on humans. The fact that this compound had 
no therapeutic properties was confirmed by Dr. Prins (JA 
163). Dr. Prins also noted (JA 164, 191) that similar com- 
pounds having the Australian tail with one chlorine atom 
in the nucleus (PX 9-JA 254) and no chlorine in the nu- 
cleus (PX 14-JA 261)* had no anti-depressant properties. 


D. The Australian Patent Cannot Properly Be Combined 
With the Schindler et al. Patent to Render the Com- 
pound of Claim 8 Obvious. 


In the Australian patent the symbols Y and Y, (Formula 
III, supra): 
“*,.. are the same or different and are selected from 
hydrogen atoms, halogen atoms and lower alkyl, lower 
alkoxy, aryl and aryloxy groups ...”? 


Since chlorine is a halogen, the formula embraces com- 
pounds having an iminodibenzy] nucleus bearing one 
chlorine atom, as well as compounds having two chlorine 


*The material appearing on page 261 of the joint appendix is 
plaintiff’s exhibit 14. The material on page 260 is plaintiff’s ex- 
hibit 13B. 
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atoms. The Patent Office position has been that because 
the Australian formula is broad enough to embrace both 
monochloro and dichloro compounds, it suggests modify- 
ing the dichloro compound of Schindler et al., to give the 
monochloro compound of claim 8. 


This position disregards three important facts. The 
first is that the Australian disclosure embraces not only 
mono and dichloro compounds, but compounds with either 
one or two fluorine, bromine, iodine, methyl, ethyl, propyl, 
butyl, methoxy, ethoxy, propoxy, butoxy, pentoxy, phenyl, 
naphthyl or phenoxy groups on the nucleus, in any of four 
different positions, as well as no substituents at all on the 
nucleus. This, of course, only indicates the number of 
compounds available by varying Y and Y,. When the other 
variable elements in the formula are considered, some six 
billion compounds are embraced within the formula (JA 
161). To select from these billions of variations the 
monochloro variation and then import it into the Schindler 
et al. compound to get a useful anti-depressant therapeutic 
is itself a discovery of patentable distinction (EZ. I. DuPont 
de Nemours v. Ladd, 117 App. D. C. 246, 328 F 2d 547, 140 
USPQ 297 [1964]). 


The second factor militating against the Patent Office 
position is that nowhere in the Australian patent is there 
any teaching of how a monochloro substituted compound 
can be made. The procedures disclosed in the patent de- 
scribe only means for tacking a tail on the iminodibenzyl 
nucleus. But as we have pointed out above, and as Dr. 
Prins and Dr. Rubin testified, at the time of the present 
invention the procedures necessary for making a mono- 
_ chloro iminodibenzyl were unknown (JA 19, 42, 43). 


Finally, the Schindler et al. patent requires a dichloro 
substituted compound. The Australian patent embraces 
a dichloro substituted compound every bit as much as it 
embraces a monochloro substituted compound, and requires 
a piperazine tail. The obvious result of adding the Aus- 
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tralian teaching to the Schindler et al. teaching is there- 
fore to add a piperazine containing tail to the dichloro 
nucleus of Schindler et al. But when this is done, as in- 
dicated by Dr. Weiner and Dr. Prins (JA 35, 36, 163), the 
result is a useless compound, so toxic it cannot be tested 
on humans. 


Modifying the Schindler et al. patent according to the 
Australian patent to give the claimed compound would be 
obvious only after reading appellees’ application. 


E. The Properties as Well as the Structure of A Com- 
pound Must Be Considered in Determining Patent- 
ability. 


The cited proposition is now believed to be firmly es- 
tablished by decisions of this court (Z. I. DuPont de Ne- 
mours v. Ladd (supra); and the Court of Customs and 
Patent Appeals. (In re Lambooy, 49 CCPA 985, 300 F 2d 
950, 133 USPQ 270 (CCPA 1962) ; In re Petering and Fall, 
49 CCPA 993, 301 F 2d 676, 133 USPQ 275 (CCPA 1962) ; 
In re Papesch, 50 CCPA 1084, 315 F 24 381, 137 USPQ 43 


[CCPA 1963]). 


F. The Properties of the Claimed Compound Are Quite 
Different From Those of the Compound Disclosed in 
the Schindler et al. Patent or the Closest Compounds 
of the Australian Patent. 


In the Patent Office and at trial, Appellees offered sub- 
stantial proofs to bring out the difference in properties 
between their claimed compound on the one hand, and the 
compounds of Schindler et al., or the Australian patent, 
on the other. 


Affidavit A by Dr. Heinrich Wirz (JA 88) compared the 
spasmolytic properties and the serotonin antagonism of 
the compound of claim 8 with that of two compounds hav- 
ing a single chlorine atom in the iminodibenzy] nucleus 
and a piperazine group (such as required by the Aus- 
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tralian patent) in the tail. The compound of claim 8 showed | 
a spasmolytic action over 31% times greater than one of | 

these compounds and over seven times greater than the | 
other. As to serotonin antagonism, the compound of claim | 
8 was about 8 times as effective as one piperazine com- | 
pound and over 41% times as effective as the other. | 


Affidavit B by Dr. Wirz (JA 90) compares, inter alia, 
spasmolytic and serontonin antagonistic properties of the | 
claimed compound with the compound of Schindler et al. | 
It is shown that the compound claimed is about 614 times | 
as effective spasmolytically as the Schindler et al. prior | 
art compound. As to serotonin antagonism, the claimed | 
compound is highly effective at low concentrations where | 
the prior art compound has little or no effect. Even at 
higher concentrations, the prior art compound is only about 
34 as effective as the claimed compound. 


The affidavit of Dr. Heinrich Kunz, of the University of | 
Zurich, Switzerland (JA 109) shows that the differences | 
in spasmolytie action between the claimed compound and | 
the compound of Schindler et al. are differences in kind, | 
not merely of degree.* 


At the first trial, Dr. Ernest Sigg testified to the fact | 
that the compound of claim 8 had strong reserpine antag- | 
onistic properties, while the prior art compound was lack- | 
ing in those properties (JA 54-56). Reserpine antagonism | 
is indicative of antidepressant activity. Dr. Sigg also in- | 
the compound of Schindler et al. are differences in kind, | 
between the two compounds (JA 59-60). 


* Appellant has objected (Brief p. 8) to the Wirz and Kunz | 
affidavits because they were not referred to in the post-trial Brief | 
after the first trial and because the affiants were not called upon | 
to testify. However, the Patent Office record is + Properly part of | 
the present os (General Electric Co. v. Hygrade Sylvania 
Corp., 61 F. Si Sop. 476, 61 USPQ 263, 288, D. C. SD N. Y. [i944]), 
and was int: ced without objection. The lack of opportunity | 
for cross-examination may affect the weight of this evidence, but | 
it is competent evidence which may be considered. 
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The tests referred to above were laboratory tests per- 
formed im vitro or on animals. The most striking prop- 
erty demonstrated, however, is the effect of the claimed 
compound in treating mental depression in human beings. 


The Court may take judicial notice of the interest pre- 
vailing throughout this country and indeed the world in 
the treatment of mental disorders. The intricacy and 
complexity of man’s physical system is exceeded only by 
the complexity of the mind and spirit. To predict, on a 
rational basis, the effect a particular chemical compound 
will have on these entities is simply not possible within 
the limits of present knowledge. This is brought out in 
various parts of the record; for example, Dr. Weiner (JA 
36) cited one case in which a change in the position of 
the tail on the iminodibenzyl nucleus turned a compound 
from a tranquilizer into an anti-depressant having no tran- 
quilizing properties. Dr. Prins (JA 176, 259, 260) cited a 
number of specific instances where small changes in struc- 
ture gave great changes, at times reversals, of physiologi- 
eal effects. And as Dr. Rubin pointed out (JA 51), one 


does not normally expect compounds having similar molecu- 
lar structures to have similar biochemical or physiological 
properties. Much less could one predict the effect of 
variations in chemical structure on mental or psychological 
behavior. 


The evidence presented in the record of the effect of 
the compound of claim 8 compared to the dichloro com- 
pound of the Schindler et al. patent in the treatment of 
mental depression is therefore particularly interesting. 


The affidavit of Dr. Walter Példinger (JA 95), a psy- 
chiatrist and chief of the psychopharmacological depart- 
ment of the cantonal (state) psychiatric clinic at St. Ur- 
ban, Lucerne, Switzerland, gives an account of clinical 
tests on ten patients suffering with endogenous depression 
and sixteen with schizophrenia who were treated with the 
dichloro compound of the Schindler et al. patent. These 
patients showed either no change during the period of 
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treatment or grew worse. These results were then com- 
pared with the effect of the monochloro compound of claim 
8 on four patients suffering with endogenous depression 
and three with schizophrenia. The effect on the drive or 
mood of the patients was from moderately to much im- 
proved. Dr. Példinger further testified at the trial (JA) 
66), as to these tests: 


“Q. In summary, what is the significance of the 
tests reported here from the standpoint, for example, 
of the identity, or the lack of identity, or the signifi- 
cant difference or lack of significant difference between! 
the test compounds? A. We have found a significance| 
because the dichloro compound has had no effect and| 
the monochloro compound has had a very strong effect’ 
on depressive states.” 


As pointed out by Dr. Példinger at the trial (JA 66-67), 
other work than that reported in the affidavit was carried 
on with the compound of claim 8. 


““Q. Was any other work done with the dichloro | 
compound, as far as you know? A. With the dichloro | 
it was not possible because it was necessary to stop 
the investigations. With the monochloro I have later | 
on made other investigations but I have not published | 
them. 

Q. And in all these other investigations, what were. 
the results with respect to the monochloro? A. The 
same as I have written in this affidavit. 

Q. In other words, you got the same results? A. I 
got the same results with more patients later on. 

Q. And what are those results? A. A good stimu- 
lating effect in depressive states.’’ 


| 

The affidavit (JA 96-107) and testimony (JA 193-206) | 
of Dr. Gaston Garonne, psychiatrist in charge of the Psy- | 
chiatric Polyclinic at the University of Geneva, Switzer- 


land, and the testimony of Prof. Pierre Deniker of the | 
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University of Paris, France, discussed more extensively 
below, are further evidence of the outstanding nature of 
the claimed compound as an anti-depressant. 


To summarize, so far as the combination of the 
Schindler and Australian patents are concerned, there is 
no suggestion of the claimed compound any more than of 
any of a very large number of other compounds. The 
closest compound disclosed in the Schindler et al. patent 
does not have anti-depressant properties. And the most 
logical compound obtained by modifying Schindler in ac- 
cordance with the Australian patent is too toxie to test 
on humans. 


Under the circumstances, the claimed compound with its 
characteristic anti-depressant properties was not obvious 
from the prior Schindler et al. and Australian patents. 


Ill. The Claimed Compound Is Not Rendered Obvious 
By the Kuhn Article or the Haefliger Patent. 


Appellant has also asserted that the claimed com- 
pound is obvious over the Haefliger patent and the Kuhn 
article. 


These references are concerned with the compound imi- 
pramine, Formula IV above. 


Imipramine, as we have seen, contains no chlorine on 
the nucleus, and there is no suggestion in either Haefliger 
or Kuhn which would lead one to modify imipramine by 
adding chlorine to the nucleus. The number of possible 
modifications of imipramine is very great. All of the com- 
pounds of the Australian patent are possible imipramine 
modifications, and as Dr. Prins pointed out (JA 159-161), 
the Australian patent discloses around 40,000 different 
variations of the iminodibenzyl nucleus alone; and some 
6,000,000,000 variants overall. There is absolutely nothing 
in Haefliger or Kuhn which would render obvious the partic- 
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ular variant now claimed, with a single chlorine atom in a | 
single specifie position on the nucleus. 


It is clear that the claimed compound cannot be made | 
by the methods used to make imipramine, because it is | 
necessary to find a way to get chlorine in the nucleus. The | 
difficulty of putting a single chlorine atom in the correct | 
position has been pointed out (JA 13-16 and pp. 12-13 | 
supra). | 


Most importantly, however, although imipramine has | 
anti-depressant properties, the superiority of the claimed 
compound in this field was found by the District Court to | 
be so large and far-reaching as to amount to a new result 
(Finding of Fact 10, JA 249). | 


The basis for this finding was the testimony of Dr. 
Garonne and Professor Deniker. 


Dr. Gaston Garonne is a physician, in charge of the | 
Psychiatrie Polyclinic at the University of Geneva. Dur- | 
ing the prosecution of this application in the Patent Office | 
an affidavit by Dr. Garonne (JA 96-107) was made of record | 
showing the results of using the claimed compound on 
twenty-three patients. In this affidavit Dr. Garonne stated | 
that he found the claimed compound to be an effective anti- 
depressant. Specifically he stated (JA 106-107) : 


“‘The average dose per day of active ingredient given | 
was 50 to 75 mg. The period of latency between the | 
outset of the treatment and the first effect is short, 
usually between 4 and 6 days, a positive response 
manifesting itself as early as on the 2nd day of treat- 
ment. The compound is of great inter- 
est to us. Its therapeutic effect manifests itself faster 
than that of any other known thymolepticum. Any side 
effects do not differ from those which can be observed 
under the same conditions as to the therapeutic effect 
with other commercial psychotropic drugs.” 
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Called upon to testify at the second trial, Dr. Garonne 
affirmed the statements made in his affidavit (JA 194), 
adding only that he now considers chlorimipramine, the 
claimed compound, to have less side effects than other 
compounds. Furthermore, Dr. Garonne stated that he 
had now used the drug on about 100 additional patients 
with effects similar to those described in his affidavit. 


Dr. Garonne further stated that he was familiar with 
imipramine (the compound of the Kuhn and Haefliger refer- 
ences) and that the speed of effect of chlorimipramine was 
about twice that of imipramine. He stated that the side 
effects of chlorimipramine are much less than those of 
imipramine. He further stated that in cases of severe de- 
pression where it is indispensible to obtain a rapid improve- 
ment, chlorimipramine may be used, while imipramine may 
not, without hospitalizing the patient, 


Professor Pierre Deniker is also a doctor of medicine. 
He is Professor of Neuropsychiatry at the University of 
Paris. He testified (JA 207-216) that his research group 
had made a systematic study of some 150 patients to see 
whether chlorimipramine could be used to replace elec- 
troshock therapy in the treatment of severely depressed 
patients, where electroshock is currently the preferred 
treatment. His group found that this could indeed be 
done (JA 214). Professor Deniker stated that so far as 
he was aware no other drug could safely be used for this 
purpose; that if any were so used, the physician would be 
taking a grave risk of suicide (JA 209). He further stated 
that he was familiar with imipramine (the compound of the 
Kuhn article) and that imipramine was not useful for this 
purpose (JA 210). 


Tn addition to its outstanding value as a replacement 
for electroshock therapy in treating depression, Professor 
Deniker stated that chlorimipramine could be used in the 
treatment of apathetic schizophrenia (JA 211-212). Here it 
is possible to use imipramine, but only in combination with 
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tranquilizing drugs. Chlorimipramine, on the other hand, 
can be used without additional drugs and gives distinctly 
superior results. | 


Finally, Professor Deniker indicated that chlorimipra- 
mine was exceptionally useful in the treatment of neurotics: 
who resist ‘‘enormously”’ both conventional CSET 
and psychotherapy (JA 213). 


Comparing the dosages, Professor Deniker confirmed 
Dr. Garonne’s testimony that chlorimipramine i is effective | 
in slightly less than half the dosage of i imipramine (JA 
213). 


Professor Deniker pointed out that in addition to the 150) 
patients which his group had studied intensively, chlor-. 
imipramine had been used over the past four years on 
several hundred patients at the University Clinic in Paris 
with remarkable results (JA 208). 


From the testimony of Dr. Garonne and Professor | 
Deniker it is clear that chlorimipramine, the compound | 
claimed, is an anti-depressant of remarkable efficacy. It | 
can be used in half the dosage of the only other anti- | 
depressant disclosed in the cited prior art. It acts twice | 
as fast and it can be used to replace electroshock treat 
ment. This represents a far-reaching improvement in- | 
deed. Moreover, the prior art cited, rather than suggest- | 
ing these improved properties, would lead away from them. | 
While imipramine, having no chlorine in the molecule, is _ 
an anti-depressant, the compound of Schindler et al. with 
two chlorine atoms is useless as an anti-depressant. Thus, | 
even if the formula of chlorimipramine were to have been 
postulated, the probability of that compound being an 
anti-depressant would have been considered remote be- 
cause the Schindler patent compound, having two chlorine 
atoms per molecule, is not an anti-depressant and the 
normal inference would be that the introduction of chlorine | 
suppresses anti-depressant properties. 
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Appellant attempts to discount the qualities of the 
claimed compound by quoting Kuhn to the effect that even 
cases resistant to shock therapy ‘‘may respond’’ to 
imipramine. This, of course, is not the same as stating, 
as Prof. Deniker did, that chlorimipramine can be used to 
replace electroshock treatment. 


To draw a more familiar parallel, consider Mr. Jones 
and Mr. Smith each of whom have fevers, one caused by 
virus X, the other by virus Y. Antibiotic A may be used 
successfully to treat Jones and be entirely unsuccessful in 
treating Smith. Antibiotic B may be employed success- 
fully in treating Smith. We do not think the Appellant 
would argue, however, that this shows B could be used to 
replace A in treating Jones. And Prof. Deniker definitely 
rejected the idea that imipramine could be used to replace 
electroshock (JA 209-210). It may be added, on this 
point, that while Appellant has been highly critical of the 
statements made by Appellees’ witnesses, whom he had 
the opportunity to cross examine, because no clinical data 
were supplied, he urges that full faith be given to an ob- 
Secure passage, unsupported by any data, in the summary 
of an article, whose author we have had no opportunity to 
confront. 


Again, Appellant refers to the Kuhn article as stating 
that in schizophrenia without excitement imipramine ‘‘may 
work well’’. The fact that imipramine and other anti- 
depressants are useful for such patients was pointed out 
by Professor Deniker (JA 212) but he made the point that 
with these other drugs it is necessary to use tranquilizers 
to avoid ‘‘a cycle of agitations and a crisis of delusions”’. 
With chlorimipramine, on the other hand, additional drugs 
are unnecessary, 


Appellant’s Brief (p. 22) states the proposition that a 
chemical compound is not patentable over a chemically 
closely related prior art compound, ‘‘especially in the ab- 
sence of convincing and probative evidence demonstrating 
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a completely unexpected result.’’ This proposition is Ap- | 
pellant’s own creation. While the cases cited by Appel- | 
lant in support thereof involved instances where compounds | 
were held unpatentable over closely related known com- | 
pounds, most have little bearing on the present case. 


In In re Herr, 50 CCPA 705, 304 F 2d 907 (1962), evi- | 
dence of androgenic activity in the claimed compound was © 
held not to establish patentability because it was not dis- | 
closed in the specification. In a continuation-in-part appli- | 
cation which did contain the proper disclosure, the same _ 

‘ elaims were allowed (In re Herr, 54 CCPA —, 377 F 2d | 
610 [1967]). 


In In re Druey, 50 CCPA 1538, 319 F 2d 237 (1963), | 
the claim was to an intermediate useful in making a | 
sulfa-drug. Claims were obtained on the drug itself | 
because of its advantage over closely related compounds, | 
but this was held not to make the intermediate patentable. | 
In re Surrey, et al., 50 CCPA 1336, 319 F 2d 233 (1963), 
again involved an intermediate which was held unpatent- 
able, on reasoning analogous to that used in Druey. 


In re Zickendraht, et al., 50 CCPA 1529, 319 F 2d 225 | 
(1963), was a double patenting case where there was no ma- | 
terial difference in properties between two chemically simi- | 
lar compounds. In In re Lohr, et al., 50 CCPA 1274, 317 F | 
2d 388 (1963), there was no clear showing of superiority, | 
one of the claimed compounds being exactly equal in per- | 
formance to a prior art compound. | 


In In re Riden, 50 CCPA 1411, 318 F 2d 761 (1963), the | 
compound claimed was an insecticide. It contained two — 
chlorine atoms. The prior art showed a similar compound © 
but with three chlorine atoms. This was also useful as an | 
insecticide. There was no clear qualitative difference be- | 
tween the compounds, the application merely stating that | 
the two chlorine compound was “‘preferred’”’. The Court — 
held that one would expect the properties of the two and | 
three chlorine compounds to be about the same, and in the | 
absence of a showing that they were not, held the two chlo- 
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rine compound unpatentable. If this case has any applica- 
tion to the present situation, it is to suggest that the art 
would expect the two chlorine compound of Schindler et al. 
and the compound claimed to have similar properties. Ap- 
plicant’s discovery that the claimed compound is an effec- 
tive anti-depressant is, therefore, contrary to what would 
have been expected, using the reasoning of Riden. 


One can draw endless analogies from cases such as those 
referred to, but in the end the basic inquiry must always 
be was the compound, including its properties, obvious 
from the art of record. The naked formula of claim 8, 
as we have shown, was no more obvious from the cited 
art than thousands of other related compounds. On the 
other hand the record establishes the superior anti- 
depressant properties of the claimed compound over the 
only prior compound shown to have any anti-depressant 
properties, and that this superior efficacy was by no means 
obvious. 


IV. Appellant’s Attack on the District Court’s Find- 
ings is Unconvincing. 


A. Any Presumption of Correctness Normally Ap- 
plicable to the Holding of the Patent Office Is of 
Little Effect at This Time. 


At page 8 of his Brief, Appellant argues that a presump- 
tion of correctness attaches to a holding of the Patent 
Office on the issue of obviousness. The authority cited is 
Hays et al. v. Brenner, 123 App. D. C. 96, 357 F 2d 287 
(1966). There is no quarrel with the proposition as a 
general statement of the law.* ‘However, any such pre- 
sumption is more than outweighed by the fact that here a 
large number of the claims presented in the Patent Office 
were dropped before the District Court, by the extensive 


*In Hays, obviousness was conceded and the issue was whether 
a terminal disclaimer would avoid “double patenting”. This clearly 
is quite different from the issues here. 


aT | 
testimony presented in the District Court Stradar v. ! 
Watson, 100 App. D. C. 289, 244 F 2d 737 [1957]) and by 
the fact that the District Court, with the opportunity to 
hear the testimony and observe the witnesses, found for | 
Appellees. 


Moreover, the Haefliger and Kuhn references, upon 
which Appellant now chiefly relies, were not cited in the 
Patent Office proceedings. 

B. The District Court’s Decision Was Not Based “Ex- 

clusively” on the New Evidence Adduced at the | 
Second Trial. 


Throughout his Brief, Appellant has repeatedly stated — 


that the District Court’s Decision was based exclusively | 
on the evidence adduced at the second trial. This is in- | 
correct. The Court considered all the evidence and made | 
that fact very clear to counsel for Appellant. On February 
2, 1967, Appellant submitted two proposed Findings of ; 
Fact in addition to those proposed by Appellee. These | 


proposed Findings read as follows: 


“1. The evidence before the Patent Office would 
indicate that the compound of claim 8 was obvious | 
to one of ordinary skill in the art from the teachings 


of the prior art. 


“2. The further evidence introduced at the first trial | 
leaves a doubt as to whether it is sufficient to justify | 


the conclusion that the compound of claim 8 has | 


effective anti-depressant properties.’’ 


The District Court, at the hearing held February 8, 1967, 
specifically refused to make Finding 1 above. As to Find- 


ing 2, the record is especially instructive (JA 244): 


“The Court: Now, as to No. 2, No. 2 is completely | 


contrary to what I deemed the evidence justifies. 


“Mr. Armore: No. 2 refers only to the evidence in | 


the first trial, and your Honor said in your opinion . .. 
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“‘The Court: I have treated all the evidence as one. 
I am not going to make those findings. I would be 
just stultifying my own decision if I did.”’ (Emphasis 
added.) 


Moreover, at page 9 of his Brief, in quoting the District 
Court on the efficacy of the evidence produced at the first 
trial, Appellant has chosen to omit a highly significant 
passage. The complete sentence reads as follows (JA 235): 


“The Court has doubt whether that evidence, too, is 
sufficient to justify the conclusion of efficacy of the 
medicine, but the sufficiency vel non of that particular 
evidence need not be determined because at this hear- 
ing further evidence was introduced which the Court 
considers highly impressive”’. (Emphasis added.) 


Thus, the District Court specifically pointed out (a) that 
it considered all the evidence, and (b) that it did not find 
the evidence introduced at the first trial insufficient. 


Of course, the Haefliger and Kuhn references were 
newly presented at the second trial. Hence, as to them, the 
Court perforce relied exclusively on the testimony at the 
second trial. 


C. The Testimony of Dr. Garrone and Professor Deniker 
Amply Supports the District Court’s Findings of Fact. 


The District Court, in Findings 8, 9 and 10 found that 
the claimed compound was being used to treat mental de- 
pression with a high degree of success, that it was so far 
superior to the compound of Haefliger and Kuhn that it 
could be used to supplant electro-shock treatment and that 
its efficacy was so large and far-reaching as to amount to 
& new result. As we have noted, these findings should not 
be overturned unless “clearly erroneous.”? So far as they 
pertain to the compound of Haefliger and Kuhn, the Court’s 
findings were based chiefly on the testimony of Drs. Garrone 
and Deniker. 
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The Appellant’s case is almost entirely on an attack on | 
the Garrone and Deniker testimony. Appellant does not | 


question that if Findings of Fact 8 to 10 are justified by | 


the evidence, the ultimate finding of unobviousness is war- | 
ranted. Moreover, he does not question that if the testi- | 
mony of Drs. Garrone and Deniker is taken at face value, | 
Findings 8 to 10 are justified. Essentially, therefore, Ap- | 


pellant’s attack is on the credibility of Drs. Garrone and | 
Deniker. Of course, the trial court’s opportunity to ob- | 
serve their conduct, expression, bearing, and attitude made 
it particularly well equipped to judge their credibility, 
(United States v. Yellow Cab Co., 338 US 338, 341 (1949); | 
United States v. Aluminum Co. of America, 148 F 2d 416, | 
433, 2 Cir. [1945]) and the ‘‘clearly erroneous”’ require- | 


ment of Rule 52(a) is especially applicable. 
D. Evidence of Comparative Results Was Produced. 


The first attack on the testimony of Drs. Garrone and 
Deniker is that it was not based on ‘‘comparative tests.”’ | 
It is, of course, true that no formal series of comparative | 
tests were conducted by these witnesses; indeed, as to the 
compound imipramine (Haefliger and Kuhn), Appellant | 
could hardly have expected comparative test results to | 
have been produced in the six days between his notice that | 
the Haefliger and Kuhn references would be relied on, and | 
the trial. In fact, however, both witnesses testified that | 
they had had experience with imipramine as well as with 
chlorimipramine and then enumerated the advantages of | 
chlorimipramine: half the dosage, twice the speed and the ! 


ability to replace electroshock. 


As to the dichloro compound of Schindler et al., compara- | 
tive tests on animals and on human patients were per- | 
formed by Dr. Sigg and by Dr. Példinger. The results are | 


in the record (JA 53-57, 63-68, 94). The dichloro compound | 


has no anti-depressant effect. 


The leading case cited by the Appellant, Blanchard v. | 
Ooms, 80 App. D.C. 400, 153 F 2d 651 (1945), on the neces- | 
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sity for comparative evidence is not applicable here. In 
that case and in the other cases cited to this point no evi- 
dence of superior performance was introduced. Here, 
however, there was testimony of highly skilled professional 
people to the superiority of the claimed compound, and the 
trial court found this testimony highly impressive. 


E. The Testimony of Superior Results Was Clear and 
Positive. 

On page 13 of his Brief, Appellant attacks the Deniker 
and Garrone testimony, apparently as being indefinite. 
However, it was not indefinite. Dr. Garrone gave precise 
dosages for imipramine and chlorimipramine (JA 196) 
which was supported by Professor Deniker (JA 213). Dr. 
Garrone stated that the speed of effect of chlorimipramine 
is about twice that of imipramine (JA 196). Professor 
Deniker (JA 214) definitely stated that the results of his 
study established that chlorimipramine was able to replace 
electroshock treatment. These are positive and definite 
statements, not contradicted by anything in the record. 


The cases cited by Appellant in this section of his Brief 
are again not apposite. All of those cases involved deci- 
sions of the District Court adverse to the inventor which 
this Court felt it could not say were ‘‘clearly erroneous.’’ 
Moreover, all involved instances where there was @ serious 
question of novelty. In Martin v. Watson, 103 App. D.C. 
106, 255 F 2d 184 (1958) the process claimed centered 
around a critical gas injection pressure to recover oil from 
sands. The Court noted (F 2d p. 185) that this very pres- 
sure was contemplated by a prior patent. In Darison v. 
Watson, 109 App. D.C. 296, 287 F 2d 150 (1961), the claims 
involved applying an old testing technique to milk. Broad 
claims were denied, but specific claims applicable only to 
milk were allowed. In Reinauer v. Ladd, 110 App. D.C. 
300, 293 F 2d 139 (1961), the subject matter involved clean- 
ing air filters, and it appeared that the elements relied 
upon to distinguish over the prior art were inherently pres- 


31 


ent in it. (Cf. F 2d p. 140.) In Pollack v. Ladd, 120 App. 
D.C. 318, 346 F 2d 799 (1965), this Court agreed with the 
District Court that ‘‘each of the claims was directly read- 
able upon prior art.’’ 


Under the circumstances obtaining in these cases, since 
there was a lack of novelty, no amount of commercial suc- 
cess could result in patentability. Here, however, there is 
no question of novelty, and the District Court having had 
the opportunity to hear and observe the witnesses, found 
that the differences between the prior art and the claimed 
compound were so great as to amount to a new result. 
There was no such finding in the cited cases. 


F. The Submission of Additional Raw Clinical Data Was 
Unnecessary. 

On pages 13 to 21 of his Brief the Commissioner argues 
that the District Court erred in considering the Garrone 
and Deniker testimony because clinical records supporting 
the testimony were not put into evidence. Absent such raw 


data, Appellant argues, the Garrone and Deniker testimony 
amounts to no more than ‘‘unsupported conclusions or 
opinions.’’ 


This point was raised by the Appellant in his closing 
argument before the District Court (JA 228). The Court 
pointed out that although the absence of raw data from 
the record might be weighed on the probative value of the 
testimony, it did not make the testimony objectionable. 


Before considering the probative value of the testimony, 
it is important to bear in mind the points to which the 
Garrone and Deniker testimony was directed. These were: 


(a) That chlorimipramine is useful as an anti- 
depressant, and 


(b) That chlorimipramine has advantages over the 
known compound imipramine. 
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The usefulness of the claimed compound cannot seriously 
be questioned. There is ample evidence, including specific 
clinical data, of its usefulness in the Poldinger and Garrone 
affidavits (JA 94, 96-107), and the Poldinger testimony 
(JA 61-75) as well as the Garrone and Deniker testimony. 
It would add nothing to have introduced masses of addi- 
tional data on this point. 


As to the advantages of chlorimipramine over imipramine, 
if the requirements argued for by Appellant were to be 
met, the results of systematic comparative tests would be 
required. These obviously could not have been collected 
in the six days between the Appellant’s notice of his 
intent to rely on that prior art compound and the trial. 


The fact is, however, that both Dr. Garrone and Dr. 
Deniker testified that they had had experience with both 
drugs and specified definite advantages of chlorimipramine 
over imipramine. They did not merely say ‘‘it’s better”’ 
or “‘it acts faster” or ‘‘you don’t have to give as much’’. 
They cited comparative dosages, relative latency periods 


and the fact, based on a clinical study of 150 severely de- 
pressed patients, that chlorimipramine could be used to 
replace ECT. 


G. The Garrone Affidavit is Entirely Credible. 


In his argument (Brief pp. 13-15), Appellant attacks the 
Garrone affidavit (JA 99-106) as containing ‘‘gross exag- 
gerations’’, in respect to its conclusion on the period of 
latency. A study of the affidavit suggests, however, that 
Appellant’s position is due rather to careless reading, 
than to any defects in the affidavit. 


The period of latency referred to in the affidavit (JA 
107) is the period between ‘the outset of the treatment 
and the first effect.’’* The affidavit says that this latency 


*This “period of latency” is different from that referred to 
in the Garrone testimony (JA 196) which extends from the 
beginning of the treatment to the clinical cure. 
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period is short, usually 4 to 6 days. Appellant says this 
statement is unsupported by the data given in the affidavit. 
However, an inspection of the affidavit shows that of the 
23 patients referred to in the affidavit, in sixteen the first 
effects were noted six days or less after treatment began, 
which is wholly consistent with the average of 4 to 6 days. 


In fact, Appellant’s analysis of the data given in the 
Garrone affidavit is itself tainted with exaggeration. 

The affidavit describes the effect of the drug on 23 
patients. But in tabulating the periods of latency from 
the affidavit (p. 14 of Appellant’s Brief), Appellant has 
referred to a total of 37 patients! 

Again, Appellant’s Brief states (p. 14): 

“Tt is also evident that there is no factual data to 
support Dr. Garrone’s conclusion a positive response 
manifesting itself as early as on the 2nd day of treat- 
ment.”’ 

It is also evident that there is no factual data to 
support Dr. Garrone’s conclusion 
a positive response manifesting itself 

as early as on the 2nd day of treatment.’’ 


However, in Case 16 (JA 103) the ‘‘Effect of latency’’ is | 
given as 2 days. 


We may surely be forgiven for wondering, in the light 
of Appellant’s mis-reading of the Garrone affidavit, what | 
useful purpose would have been served in furnishing the | 
additional raw data which he now demands. 


H. The Garrone and Deniker Testimony Was Based on 
Facts and Experience Made of Record. 


We do not question the general rule that the factual | 
basis of opinion testimony must be disclosed to the extent | 
necessary to show that the testimony ts based on facts, | 
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not on mere conjecture or guess work. To the extent 
that the Garrone and Deinker testimony was opinion, the 
factual basis for the opinion was clearly set forth. Drs. 
Garrone and Deniker stated that they had personally 
treated 123 and 150 patients with the new compound and 
that it was on this basis that their opinions were rendered. 
Data on 23 of Dr. Garrone’s patients was presented 
(JA 99-106). 


In any case, of course, the adequacy of the factual sup- 
port affects the weight of the testimony, rather than its 
competency, as is brought out in the cases cited by the 
Appellant. 


In Balaban and Katz Corp. v. Commissioner of Internal 
Revenue, 30 F 2a 807, 7 Cir. (1929), relied upon by Ap- 
pellant, the question involved the period of obsolescence 
of a motion picture theatre. The obsolescence contemplated 
(it had not yet occurred) was that to be expected from 
advances in the art of designing theatres. Expert wit- 
nesses testified on the period of obsolescence but it was 


clear that the witnesses had no factual knowledge upon 
which to base their opinion. Even so, the Court found, 
not that this evidence had to be disregarded, but that it 
was within the province of the Board of Tax Appeals to 
disregard it. 


In Vincennes Water Supply Co. v. Public Service Com- 
mission of Indiana, 34 F 24 5, 7 Cir. (1939), an expert 
witness testifying to the value of a water supply system, 
never inspected much of the equipment and his opinion 
was therefore given little weight. 


In W. Horace Williams Co. v. Serpas, 261 F 2d 857, 5 Cir. 
(1959), also cited by Appellant, there was conflicting testi- 
mony as to the extent of Plaintiff’s injury. The lower 
Court adopted the views of Plaintiff’s physician although 
his testimony was based primarily on a case history, not 
in evidence, rather than on first-hand physical examination. 
The Court of Appeals found that the case history appeared 
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to have been consistent with other testimony in the case 
and that while the lower Court might have found to the 
contrary, they were justified in finding for the Plaintiff. 


In the present case, the testimony of Drs. Garrone and 
Deniker was based on actual observation of large numbers 
of patients. It was not based on conjecture and it was 
within the province of the District Court to believe that 
testimony. 


I. The Jarvik Article Is Not in Evidence and Should Not 
Be Taken Into Account. 


Appellant in his Brief, pp. 17-19, quotes at length from 
an article by one Murray E. Jarvik on the use of controls 
in testing psycho-pharmacenticals. The identity of the 
author or his qualifications are not given, nor has there 
been any opportunity for cross-examination, or for the 
introduction of interpretative or contradictory testimony. 
The quotation should therefore be disregarded.” 


In any case, the point discussed by Jarvik, the role of 
the so-called “‘placebo effect’? in the testing of psycho- 
pharmaceuticals, was effectively dealt with by the wit- 
nesses. As Dr. Garrone pointed out (JA 201), it is char- 
acteristic of depressed patients not to believe in the ef- 
fectiveness of a drug. Dr. Deniker (JA 215) stated that 
for ethical and medical reasons, he would not give an 
inert substance to depressed patients. And note the testi- 
mony of Dr. Poldinger (JA 70-71). 


Mental depression has been described by one authority 
as ‘‘the only emotional disorder with a fatality rate.’’** 


* The situation is not like that in Baenitz v. Ladd, 124 App. 
D.C. 237, 363 F. 2d 969, 148 USPQ 187 (1966), where a 
literature citation was relied upon only to establish the existence 
of a particular chemical solution. Here the reference is cited on 
what is essentially a matter of professional judgment or opinion. 


** Hollister, Clinical Pharmacology and Therapeutics, 6, 556 
(1965). 
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Suicide is an ever present danger. For a physician to ad- 
minister what he knows is not an effective medicine to a 
patient in imminent danger of committing suicide, would, 
for many physicians at least, be a breach of ethics. If 
the drug in question were advocated as useful against 
Pneumonia, we do not suppose Appellant would seriously 
urge administering sugar piuls to patients in danger of 
death from that disease in order to preserve the academic 
purity of an experiment. Yet this, in essence, is what the 
Appellant is advocating here. 


The law does not Tequire more than what is reasonable 
under the circumstances, Appellant’s demands would re- 
quire human patients to be treated like laboratory ani- 
mals. This is not within the bounds of reason. 


J. The Food and Drug Laws Have No Bearing on the 
Present Case and the Attempt by the Commissioner to 
Apply the Requirements of the Food, Drug and Cos- 
metic Act to the Present Patent Application Is 
Arbitrary. 


Appellant attempts to assert that the FDA requirements 
for the marketing of a new drug should be imposed on in- 
ventors seeking to patent a new drug. This position has 
no foundation in statute or precedent. The purposes of 
the food and drug laws and the patent laws are different. 
The patent laws are aimed at the advancement of the use- 
ful arts. In meeting that objective, one desiratum is the 
early publication and disclosure of inventions. The food 
and drug laws, on the other hand, are primarily concerned 
with protecting the consumer. In line with this objective, 
the tests required for FDA approval involve far longer 
times than would be desirable in the Patent Office. If 
every pharmaceutical patent application were required 
to be supported by FDA type data, virtually all such ap- 
plications would be finally rejected long before the data 
became available. This is particularly true with inven- 
tions made abroad, where patent applications must be filed 
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immediately, since the patent goes to the first-to-file, not | 


to the first inventor. 


There is nothing whatever in the Patent Laws or Patent | 


Office Rules of Practice which lay down any such require- 
ment, nor is such requirement derivable from the case law. 
In re Hartop, 50 CCPA 780, 311 F 2d 249, 135 USPQ 
419 (CCPA, 1962). 


The section of the Food Drug and Cosmetic Act (21 
USC 355), quoted by Appellant, is explicit as to the stand- 
ards to be met before new drugs may be introduced into 
commerce. The Secretary of Health, Education and Wel- 
fare has promulgated detailed regulations setting out the 
nature of the data to be supplied to obtain new drug ap- 
proval (New Drug Regulations, Section 130.4). 


The Patent Act, on the other hand (35 USC), sets out 
no specific requirements for the type of data to be supplied 
in establishing patentability. The Commissioner of Pat- 
ents has promulgated Rules of Practice (37 C.F-R.) gov- 
erning practice before the Patent Office. There is nothing 
in these rules which would require explicitly or by impli- 
cation the kind of data Appellant now demands. 


Appellees respectfully submit that it is clearly arbitrary, 
in the absence of any regulation even remotely resembling 
those published under the Food, Drug and Cosmetic Act, 
for Appellant now to insist that data of this nature is nec- 
essary to establish patentability. 


As a matter of fact, however, the standards set dewn 
in the quoted portion of 21 USC 355 have been substan- 
tially met by Appellees. The psychiatrists who testified 
were amply qualified for their task, and controls were em- 
ployed in the sense that the history of the patients was 
known and their progress after administration of the drug 
was observed (JA 71-73, 200-202, 215). That the type of 
controls advocated by the Patent Office was not used or 
that raw data was not submitted, does not alter the fact 
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that the drug has been investigated by qualified experts 
who fairly and responsibly concluded that the drug has the 
effect it is represented to have. 


V. Conclusion 


The claimed compound is novel and useful in the treat- 
ment of mental depression. While it is chemically related 
to known compounds, it is no more closely related than 
thousands of other compounds and its superiority in the 
treatment of mental depression, with respect to the only 
prior compound shown to have anti-depressant properties, 
is great and far-reaching. The finding of the District 
Court that the compound was unobvious is clearly sup- 
ported by the Record and should be affirmed. 


Respectfully submitted, 


Wrutam A. Sunru, Jr., 
Attorney for Appellees. 
Caspar C. Scunemenr, Jr. 


Davis, Hox, Farrarvuiy & Hapcoon, 
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Of Counsel. 


